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• ' • BOX PATENT 

Attorney Docket No. 24170 
.D STATES PATENT AND TRADEMARK OFFICE 



re Applica^bn of: 
Jongbae KIM Jinhwan KWAK 

Seongkyu SONG Byeoungdoo SONG 

Byungsun SUH Taekjoon YOON 

Kwanee LEE Taebong KANG 

Myoungsool DOO Choonho PARK 

Serial No. 09/627,165 

Filed: July 27, 2000 



Group Art Unit: 1614 



For: CRUDE EXTRACT FROM Viscvm alium coloratum, AND PROTEINS AND 
LECTINS ISOLATED THEREFROM rKuxjixws, AND 



TRANSMITTAL LETTER 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 



RECEIVED 

JAN 24 ZOOS 



(1) Transmittal Letter 

(2) Request for Priority 

(3) Priority document No. 99-30638 



Respectfully submitted, 
NATH & ASSOCIATES PLLC 



By: 




Date: November 3 



2000 



Gai^^/Nath 
Registration No. 26,965 
Customer No. 20529 



NATH & ASSOCIATES 
1030 15^^ Street N.W., 6^^ Floor 
Washington, D.C. 20005 
(202) 775-8383 

GMN/dd: Priority. TRANS 



J 



BOX PATENT 

Attorney Docket No 24170 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Group Art Unit: 1614 

n) 



In re Application of: 
Jongbae KIM Jinhwan KWAK 

Seongkyu SONG Byeoungdoo SONG 

Byungsun SUH Taekjoon YOON 

Kwanee LEE Taebong KANG 

Myoungsool DOO Choonho PARK 

Serial No. 09/627,165 

Filed: July 27, 2000 

For: CRUDE EXTRACT PROM Vlscum album coloratum, AND PROTEINS AND 
LECTINS ISOLATED THEREFROM 



RECEIVED^ 




REQUEST FOR PRIORI TY UNDER 35 U.S.C Q 



BOX PATENT APPLICATION 

Assistant Coitunissioner for Patents 
Washington, D.C. 20231 

Sir: 



RECEIVED 

JAN24ZD01 

1CCHCEN1ER1600/29QO 



In the matter of the above-captioned application, notice is 

hereby given that the Applicant claims as priority date July 27. 

1999^ the filing date of the corresponding application filed in 

^Q^E-^ bearing Application Number 99-30638. 

A Certified Copy of the corresponding application is submitted 
herewith. 



Respectfully submitted, 
NATH & ASSOCIATES PLLC 



Date: November 



3 



2000 



By:. 




NATH & ASSOCIATES PLLC 

6'" Floor 

1030 IS^'' Street, N.W. 
Washington, D.C. 20005 
{202)-775-8383 

GMN/dd (Priority) 



Gai(ij/M. Nath 
Reg. No. 26,965 
Customer No. 20529 




KOREAN INDUSTRIAL 
PROPERTY OFFICE 



This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Industrial 
Property Office. 



ftECeiVEDTi 



§ ffi! Si S : ^ol^il 1999t^ X^l 30638 s 

Application Number 

§ S! 15 ^ ^ : ^^^^^ 07g 27^ 

Date of Application 

% oj o| : ^^5IAF Dl^UmiSi!! 
Applicant(s) 



/ 



2000 10 23 



^^f: 2000/10/25 



[Hl^^If] 2000.07.25 



I6IS0|O|] 



419980175438 

120000348997 
01^^ 



ICHE|oi3S] 919980004617 
[5#?|gig^Hj^j 19990459363 

[H#?|gisstti^j 20000419688 
IAf2£| 2AI] 

I^SIS^s] 1019990030638 

immmx^i 1999.07.27 

r^A^s:?^x^J 2000.02 25 

BMiiaoiiAi Bijg, ^^'^ ^-^^ °' 



13000 



1-1 



1019990030638 



2000/10/2 



IM^^m 1999.07.27 

sij] sy^Ai ^«A^o| ^m^2[ ois^Ei m^im °-' ^^ 

gSSiJ] Crude extract from Viscum album coloratum, protein and 

lec tins isolated therefrom 

[fi^ 4-1998-017543-8 

[CH£I£I3H] 9-1998-000461-7 

iMm^i 2immmm 1999-045936-3 

[eglBlSHl 4-1998-017543-8 

[^goj §SH:'I] SONG.Seong Kyu 

r^&ie^&l^J 541023-1247717 

[^SHjSl 791-260 

^^^^ a&^^s si^Ai s^e i^^mn iio7s 

KR 

[^Soj §^h:»|] SUH.Byung Sun 

[^SJ^^S!^] 540518-1037511 

[^aaiSl 791-260 

f^^J S&AI S^g ^y^dlxl 1204^ 

f^^] KR 



106-1 



1019990030638 

[^^] 



2000/10/2 



LEE,Kwan Hee 

610406-1025919 

791-220 

S^^^E Zmkl S^OFEF^ 101§ 107s 

KR 

DOO.Myoung Sool 

580129-1000218 

791-250 

S^^S ^'S^ 645&!X| S^S^gOmfS 10 

KR 

KWAKJin Hwan 

610206-1696016 

791-220 

KR 

SONG.Byeoung Doo 

590216-1319123 

791-110 

5SAI 6^s3&!o^^^s em 406s 

KR 

YOON.Taek Joon 
630228-1041622 



106-2 



1019990030638 



2000/10/2 



i^mmm 411-570 

^^^^ S^'IS Hg^AI mt.^=? 1043-3 

[^^] KR 

[^^SO| s^h:!!] KANG.Tae Bong 

[^oj^^wj^j 680229-1775037 

l^m^m 791-940 

^^"^^ s^^^s sifAi ssfie 133 sxf 

404s 

f^^l KR 

[^SO| g^a:)!] PARK.Choon Ho 

[^Bi^^Sl^l 701026-1108515 

l^mmm 791-940 

^^"^^ S&^^S 5i^AI S6He fef^dl 3&!XI t^eCH^it! B 

§ Is 

f^^l KR 

..^fAI^^H^^l 002 

20 a 

[:'^6^^£JS] 95 2 

l^iil^^ES:] 0 2 

[4iAFS^S] 0 m 

f^^lJ 124,000 81 

f^'S^ 62,000 £J 



CIS! 



29,000 m 
95,000 ^ 

0 c! 

0 



106-3 



1019990030638 

2000/10/2 

^ #^-8: ^'^^<=>](Viscum a/dm coIoratm)S.^B] ^ *J-^^j:;5io] ^ 

^##s^E^ KM-AS. KML-C. ^7] ^^1^^^<>\]a] - 

KML-EU^ KML-HL, KM-AS-H^i KML-C# ^]7]^ C-free-ASS ^l^^?!- • 

^^^.]^ KMHBP ^ n^«J^^ KMHBPi4 ^H^^^ KML-C^ KM^ 

Efifl^ ^c^Vf S.s\-7} ^cf. 



£ 1 



Viscum album coloratum. lectin, imrauno-enhancement 



106-4 



1019990030638 

2000/10/2 

tt-^A]. 7^-^#ol ^#1-5)- oi^«Ei ^ ^«fl^o]iA-i ^H^t!- 

{Crude extract from Viscum album coloratum, protein and lectins isolated therefrom} 

^ KM-ASS^Ei aj^^^^ KML-C* ^el^]-^ 3.^^}^ZLm ^7lcg^ 
£ 2^ ^ ^vt^ KM-im KM-AS^>51 B16-BL6. Raji. ^^^"^^ ^S^<^1 

£ 3-g- -H- ^vx^ KM-110^ ^f-c^S o]^ ^Af^<i^;gci Con.A 

£ 5^ ^ ^#1- KM-110, KM-AS21 IL-1 -^-S ^uz}.^ q-Ef^flcf. 

£ 6^ KM-ASoflAi ^iHi^^^ KML-C^ IL-1 



106-5 



1019990030638 ^000/10/2 

EML-1, ziejji ^ «vi^ ajEi^^« KML-C7]- ;^fl7l^ q free-AS<^l 

TMP-ffSq- IL-6 ^ IFN-r^ ^w] j^s. ^s^^ 

£ 11^ ^ KM-1102] ^a^^^<4 ^^o]] tq-s. NK-^ili^ M-B^- 

£ 12^ YAC-1 ^A^^^lJl^ifS n^l^i^ KML-C^ NK-^fli<^l n]^]^ ^^^^ q-Efvfl ^gfl 
Sole]-, 

£ 13^ ^ ^^'^ KM-110^ ^J-^. 3r)^>. ^Hl^A>s ^'^J^^ 2^^ ^d^] 

Balb/c ^ C57BL/6 ^}^^^] ^<^^ ^ ^o] ^^.m. ^^^^ M-E]-^cf. 

£ 14^ ^ ^ifl^^^ KML-C5] ^^J- 26-M3.1 ^ilio]] o^^ ^^^^^ 3^1^d-:5iolo]] t^^j. 

:£ 15^ -g- KM-110# ^<:>^^^ n>o.^oi t:H^^flS7l- B16-BL6 ^^^c>^] 

3£ 16^ anti-asiaIo-GMl%1-^ll- nje^ ^/^}t}c^ M-^S.?} ^f-f^l- oj-g-sfl 

26-M3.1 ^l-g- ^ojofl i.]^]^ ^ KM-110^ JL^i)-!- q-Ef^t^-. 

£ 17-$: ^5^1vfl ^<y=o^^^^ #<y=^|^J-o11 ^ rM-IIO^ ;.i«fl 



106-6 



1019990030638 

2000/10/2 

£ 18^ KLH^ -^^lx§.^oii ^ ^^^^^^ ^ 

S 19^ ^ KM-110^ ^4 o> 4^0^ KLH* 5>Jl ^^^0,1 ^^^^ 

£ 21-g: KLHoll n>o^ Hl.J-.fli^«Hl iL-2^ M-Bf^4. 

£ 22^ ^^^^^ ^^^^^^ ^^^^^^ 

€ ^^^H]^ pf-o^o,] a]^ ^3^,1^ ^^1^^ ^^^^ x4Ef^r:f. 

£ 24^ ^<a:«-^-14 ^ KM-110# 2- ^<^^> . 

i 25^ ^ ^iHi^^« KML-CS^ -fr^A}. ^iHi^^« EML-1-11 i:fltb 9H7-Dm 

8B11-2C5^ JIL^}nVJ§. ^^^^ M-Ef^c)-. 

KML-nu ^ KML-nC# ^# M-Ej-i^cf. 

£ 27^ ^ «^v^ KML_nu ^ KML-HL. -B-^-J ^i^.^ « eML-H cfl^H ^ 

^ «J-^-^^ M-H^'a 9H7-D10^ 8B11-2C5*J-^1- 0]^^^ ^ ^^^^f ^<y-^^J-^io^ 



106-7 



1019990030638 

2000/10/2 

^ 28^ 9H7-Dm 8B11-2C5^ ^^^^^.^^l,, ^ ^^^^^^ ^^^^^^ ^^^^ 
^ 29^ ^ ^^.^^ KML-C^.,^ KML-nU^ KML-EL^ x^o,^,,oj 

■n o-f I- -rrS^^^ofl eTlT^H aifl^f^ ^oj;^ol o^^^ 

iS^^v^ ^ol4, 

.3E 31- ^ «.v^ KM-im ^ ^.H,^.^ KML-nU - KML-HL^ PffiVofl 

£ 33- ^ m.^ ^iH^^^ KML-nU^ -B-J;^> ^ oHi.-J <S7lA^<i^ q-^^^cf. 
^ 35- ^ KM-110- -^-^^fe ^}o]^^^^.^ .^^oi, 

^ 36^ Sandwich ELISA^] ^ ^.^.^^ ^^^^^ 
2^^^^H ^^^^^ M-HfHH4. 



<37> ja. HVtri o 



106-8 



1019990030638 

2000/10/2 

.,^1^^^ **y^o,*.,^ ^^^^ ^^^^^^ ^^^J 

. ^^^^ ^^^^ ^^^^ ^_ 

<»> ^+#°l(«istletoe, r/5c-^/A„)fe ofEfl ^^^^^ 

^+^o,^ ^^^^^ ^^^^^^ ^^^^ 

n ^^^^^^ ^^^^^ ^^^^^^ 

t s ^^^^ 

** S °JtH cBtV OJ^ .J^^^ ^^^^ ^^^^^^ 

^n^^i « ^^^^ ^^^^ ^^^^ 

«iS^oJ ^^^^^ ^ 

I. n. 3*^s ,^ ^^^^^ ^^^^^ ^ 



106-9 



1019990030638 

2000/10/2 

c/..- .y*- CO w„, s ^^^^ ^^^^^^ ^^^^ 

^^^^^^^ ^^^^^^ ^^^^ ^ 

^1 4* «^.,. ^^^^ 

olsife ^^^^ ^^^^^^^ ^^^^ 

^«(iecti„,.^^ ,>o„> ^3,^ «^ ^^^^^ ^^^^^^^^^ 

sx* ^ s,^. ^^^^^^^ ^^^^ 

qitv 4«^^o, ^^^.^^ ^^^.^ ^^^^^^ ^^^^^ 

i4 « S^^.,^., o,„ ^^^^ _ ^ 

H(alkaloids)«ll .lliE^^^i^o, a)^ j,^^^^ , ^^^^ ^^^^^1 

4 tV^^V ^^.^c,^ « ^^^^^^^^ ^ ^^^^ ^^^^^ ^ 

sjcf. ^ ^^^^^ ^ 

^.1 cfl._)^,s(„3„„,,,^^,, ^^^^ »a^ta-l(I„terleuk.i„-l, o| 

*f ll-m #o<f .^.V »,.KT™or necrosis factor-., w-.), *£.M. »!* 

r^-Kc o-ar^ "H-H- ^iflolaCaninioiiiujii sulphat 
^ 2)81) S^iJ^fe ^aj^ Aj^ol =,oj,i-, „ , 

^ ^B(lectin)»# #Ejs^gcf. 
- ^ ^^^^^^^^^ 

^* ^Bf^., ^^^^^^ ^ ^^^^ 

°i « ^„ g^^^^^ ^^^^ ^^^^ ^^^^ ^ 



te) 



106-10 



1019990030638 

20CO/10/2 



JSt-E| o-n-rw ^fS KM-llO* * 

*#t> ^^^^^ ^^^^ 

XM-AS* ^^^y ^ o,s^.^ Ha.tene,^^* ^S^^* KML-C* 

*. .i+#o| KM-im ^a-^* K»L-C^ 

^ ^t, 

.1^* ^^^^ ^.^^ ^^^^^^^^ ^^^^^^^ 

binding p.„,e,n.-KMHBP)^ « S (heparin coi»„,^ o,^,M ^ 

K«L-nL* 4*. = ^^^^ ^^^^ ^^^^ 

o,o,.i, ^^^^^ ^^^^^ e-^a^e* a^ofl *4 

e.^^ KMP^ .^^^ ^^.^=4^, 



106-11 



1019990030638 

2000/10/2 

<43> ^ . ^v^., ^ o.^o,s^Bl ^^^5 ol^^H KM-110^ ol^« 

-a-^qol. .^.^lolH ^ofl^ o]^tF ^^-d^ KM-AS Cf;^I; .^l-^] 

KM-AS o^^Ei ^Bi.^ « KML-C* .fl4S--48^ ^.^^y ^^.f^zi^ 
3^ «J-^o^ ^elt!- :f #EloV^^oH- ^ofl^^ ^71<^^^1.<:^ ^^^^^^ . 

- ^1-1* 2^^^ #-d^(Isoelectric focusing, lEF)^ ^a^^ ^y^y, 

^^-J: ^^-^o] KM-im ol^«Hi ^^ev nt«J^.^« KM-AS aI^^ 

^^H B16-BL6. Raji ^ p>^-^ ^^^ofl ^^^^|.c^ c,;^, ; 

-d ^-^A^ol KM-im ^-A^^i^ KM-AS ^ ^iBi.^^ KML-C^ ^^^^ .flio| 

^ .-^Af^^#€(mitogen)o11 cflt!- «J:-g-A^ ^aV^].^ c^^,,. ^^^^j ^o^^^^ KM-im... . 

ol^«Bl ^E]t}- ^«-^^A^^ KM-AS^ 4-l£7>oi(cytokine) -^^1^].^ cf;^|; 

t!-^Aj KM-im KM-AS ^ a)Bi.^« KML-C4 7^^# 

... ol^ ..Hi.^« EML-1^ lL-1 ^Hl-B-S^^ ^ 

KM-110. ^iHi.^« KML-C. ^^^^-i^ m-ASc^]^ ^^^i^ KML-C» ;^l7ltt ^u^:.^ 
^^i^ C free-AS ^ -B-^-J: 7^-f#o]s^ ^ih^a^^ EML-1^ IL-1, IL-6, TW-a ^ 
INF-r SA^].^ ci,^]; ^iHiA^« KML-Co] ^«Jj^A^^ KM-AS^ 

INF-r-^Sl-^^ ^l^r).^ ^Bj^ A).^^^^ .^^^^ ^^^^ ^^^^^^ 

KM-110. ^^Bi-^^ KML-C ^ ^14^ l^cs «e]t:V ^^^^ kMHBP^ .^^^^ 
SA>^>- ^.i); ^ o.^,^ ^^^^^^ 

-fliCNatural killer cell; ol^f NK-x^li)^.^^ ^^^y^ ^^^^^^ 



106-12 



1019990030638 2000/10/2 

^H^^-S- KML-CS] ^J-^ojo^ c^lHj. ^#15>^ Cl-;^]; ^■^;5iol ^rg6\]Aj ^^Xy ^C, 

#^1 KM-1104 n^^^^ ^«y:^olo^ ^ISJisf cf;^]; ^>^^> ^ o.^ 

KM-1102}- ?3)^^^^ KML-C^ #<a=^ol O^;^] J^sfl- ^#^]-^ C].;^]; ^V^A]- ^ 

-f^^^l KM-im ^iHi^^« KML-C^ T,}o.A^6{i ^ tflAi^^i^^ -^^^>ci 

^*a=#«fl^# ^^^><^ (macrophage)^ 2:A>*>^ cJ-t^]; ^^a]. 7^ 



106-13 



2000/10/2 

;^>c^ 3^1 oj^oK spontaneous lung metastasis) £^i<^lA^ ^-r-y-o] ^#1- KM-110i|- 

^ifl^^^KML-CSl KM-110 ^ KML-C^ ^^^^o] ^y^]; ^^x^ ^^^o] ^ 

## KM-im ^^^^^ KML-C^ ^^^y^ jLazj-l. B M]S.^ m]^S^^. ^]<^a^ 
^'^m SA>^fe ^>^A). ^0.^0] KM-1104 ^1^^^^ 

KML-C^ T-^S. nfl7fl^ ^11^^^ ^^^^^ S^V^fe tF^Aj ^ o.^c] 

KM-1104 n^^^^ KML-C^ KLH *J-^ofl cflt!: 4^^^ * ^^uV-g-^ ^7^71^ 

m S^I-^Tjl; KLH *J-^3zf ^^^1 t!-^A> 7^^#ol ^t^^ KM-im ^ini^^^ kML-C^S 
^^5?-Al^j n]-4.^o,l ^711- ^ ^1^^^ :Bf-a«]:^^ ^A>^H ^3L^i 

^ ^^JL^H- ^A>^>^ cf^); 7^^#o] KM-llOSl ^sm-^i Mi(CTL) 

^ #A^ol1 ^1^1^ ^s*H cfl^> ^SO-Wc.5.Aio^ 7}^^^^ S^^M^ 

KM-110^ ^c^^H ^71 ^o^HBAiofl (adjuvant )^SAio| 

^^^^ ^^31-^ ^^1; #<a=^flAi:B}. ^^xy ^0,^0] KM-110# z]-z]- ^^o_^ a 

^ ^^1<^1 T.>-f^c11 ^ n>o.^o^ ^^^^ Al^^^oflA^ ^J-^O] ^O^^JjA] 

^*><=^ ^£5)^ ^S^o^ *^^oii xfl^i SA>^>^ Baib/c 

A], ^^^o] ^#^0] ^Bi^^« KML-C» H^-yn ^ ^V^o.^ ^^^Aj^j ^ 

71 Balb/c n]-0.:±,o] Hl^j-^^li<2f P3U1 -g-^^H ^l-o] e^^n]. >^fli^i- c^. 



106-14 



1019990030638 

2000/10/2 



^^r^^^m^^ KML-CS^Ei ^ 7)]o] ajHi^^ KML-nU ^ KML-HL^^^^ 



^^1; ^^^^ ^^^o] KM-110^ ^^^^^ KML-C^ ^IS^Ei ^e^^ - 

^^^^ - KML-nL^ ^^o]^^^ -§-^«V-g-azf T^o,] o^^v o.^nV^ 

^^o^ ^711; ^^^^ ^o..^o] ^^^oji ^o.^ ^iHi^;g KML-nU ^ KML-E 

U ^ KML-HL^ -^^^V Tl^^o] ^ibj^^^. eml-I^}- «1j57^H SA>^}^ 

EML i:rl .-I] cyH/-D10. 8Bll-2C5)5l «]-^^^^ 3.^^M-jr ^>\^^}c^ . • 

^^o] ^^^611 ^o.^ ^iHi^^ KML-nU ^ KML-HL^ A]-olS7l-«?l -.^^> ^ 

^-^^-EftM^ -8-£^3z). tilJE^I-a^ SA|.*>^ c^;^l; j^-^^o] ^#^<^1 ^o.^ 

^1-^ KML-nU * KML-HL^ #-^^ol 0^;^^ ^^^^ ^flS^^^azj- A}o]sn^J -^Z. *a^# 

^l-o^ sAf^i-^ rf^]; ^>^^> KM-1104 ^^^^ KML-nu ^ 

KML-KL^l «l-ole1-o,lAi ^^^^^ q-H^-tfl^ pre-S2 c] 

-§-^> SA>^}c^ W)iil^^^>^ n^T]); ^^xy 7^o,^^o]o^ ^^^^ 

KML-nu ^ KML-HL^ o}u]^xv ^^^^ =e]-o]^» ^Mji pcr^ 

^^*M tP^-tl- 7^-f#o] ^iB,^^ KML-nu ^ KML-HL ^^^}^ cf;^) 
^; ^^7] tV^A]- T^^^o] ^1^^^ KML-nu ^ KML-HL -B-^;.fs1 «^ <g7lAi 

^4 <^Hi.^> A^l^ <g7lAi<i ^^^7lS 7l^o^ 



106-15 



1019990030638 2000/10/2 

iis^<^il T^-f^o] KM-iio# ^^^H 

S^f'^f^ ^7}]; ^s^*l-c:^ .g^ 7^-f#<='lS^El KM-1103I1- ^^^^ 

^ KML-C^ ^ z^-z^-o] ajEi^^ KML-nU ^ KML-EL^ S^}*]-^ ^7^]; c^b\ 

#<a:^fli<Hl tfltfl ^7] ^^1- ^B^^l-^ :^^^oi ^^^o^ ^3^^ 

^^<^l^i ^^^f^ ^^1; n3f\-^ ^B^oj] :^2}-^H ^B^tl- KMHBPSI- ?J!Bi>^^« 



<44> o 



^^Oll A>^^ ^-f#Ol^ ^ 2\i>SO.^A^ 7>^]ol ^o1]Ai - P>Cl^7l.Xl 

^ i^*><:>^ ^t'Al^'M -SOt-^l^i M*>Sl4. T^^-t*^! 

1- ^-fl^^V ^ ^^i(blender)<^lA-l cfA] ^^^^ ^ gafl ^.^^o^ ^^^S. 4°C^]^^ 8-12^] 
^> iiluV^VSt:)-. n ^ lO.OOOrpmO.^ 4roflA^ 30^ -^^V ^^J^H^^fc^ 
# ^^S7l(pore size)7]- cf^- 'gw-5))<y ^b] (membrane filter)<^l ^^^o.^ 
^(7.2, 0.45, 0.22mm) tfl^# 



106-16 



1019990030638 

2000/10/2 

n 10*^4. ol *S as** 10^/^^ ^^^^^^^ 

»J->« S**«-?(phosphate buffer, o,s> pBS: pH7.4)oll-1 KM-llO^ ^oj^v 

^, o^^^„^ ^^^^^^^ ^^^^^^^^ ^^^^^^ 

«^oiM 4.^* ^^^^1^ ^^^^ ^^^^ 

■ »1 PBSS ^, ^3,,,,^ 3^^^ ^^^^ 

Sc).. n ^ 15,000g»l)-^-) 30*?V «-a&eJ» «,2. x|.= „,o « „ 

„-.S^ ^^^^^^ ^^^^^^^^^^^ ^^^^ 

kit: Boehri„,er Mam>hei™.f)» o,^^H t> * -20V^.^ 

aeefa^f. Ti^-rfols^el KM-AS^ 3,^^^ 0,3--1.5%o|cf. 

<^'>^j^H| 2: n^^^ m-r».) f^^l-;,. - .| 

KM-ASa-?-E) KML-M *aJi^ wv„«^j o.,„ 

. - --v, „.., o-1-i.r -s-\r v.zn ■S-tKHCI)o.s 7f^SsilA|^ ^] 



lOS-17 



1019990030638 

2000/10/2 

m^^o^, S^o, 0 j„ ^mii(,ac.ose)7> s«« PBS 

m-Cef^ «^acKE 1^ A). M S ^^<^ 0.1* SDS* 

13* #5joVa«oMs «(polyacrylan>ide gel)o|l^i ^7)^** ^^^^f^o^ 

-1 ^- -1 iJt^ ^ ^1— vS«l|=t*(2-iiiercaptoethanoI, o) 
2-ME)* ^^^v ^^^^^ ^^1^^^ ^^^^^^ 

33.2 , 31. 28.6 . 25.5KD^ 4,,^ B)««^«)«fl.1^ 

'Jgw4-Jor^ °oj. KML-nU(*.>* 61:8KD) « KML-nL(9.>^ 

n 6OKD, ««2S«llAife 34KD g 27KD^ hSh# q-st^ ^^s) ^ = 7^ 

«.8^W .ft^AV ^ ^ ^^^^^ 

^, EML-n g m * 37W«) .^fl.^^ a,e(,ee,i„)*o, i:as)<H 

EML-nfe 32KD S 27KDa) zf (chain) OS, EH.-fflfe BOKD^ 25KD^ ^.^s, 
SO£ ttsi^ aq.. 46,..^ KML-C« 4 ^^.^ ^^^^ 

.^+A^o,^ KHL-C^ ^^^^^ ^^^^^ ^^^^ 



106-18 



1019990030638 

2000/10/2 

^^d^ SA>^ ^Altb o.^x^^ EML-1^ PH6.6-7.0 ^^foHl^i, ^V^^V^l 

KML-CS] ;^-o pH8.0~9.0Sl ^^o,]^^ IP^(value)# M-Efq-^^ oHi^^H] 3]^ 

<52> #<H1 KM-110^ ^ ^mm(yn v/troM^^ # 

M-E^.fl- A^^ofl.^ c,.^.^ .^^^ ,1^^ ^ 
^fli^-^ Jl^zl-l. SA>^1-Si:f. jL3i}-^;g^ IxlOV^Cwell)^ 2::^^^ .flio,] a] 

S.* ^El^U 3-a^> aflof «flo^^^ 6^,^^ 0.5/.Ci/50mL^ [3H]-TdR# ^Jl «fl 
'^^^^ ^, -m^y ^^t^ [3H]-TdR(Filtermate 196; Packard Instrument a>, 

Meriden, CT)^ <y:# Matrix 96 direct beta counter (Packard Instrument ^^^t}^ 

iif-Tr r.- -^(protein assay kit , Belinger 

manheimAl-)oil o^^}c^ ^q^^^ m-llO^ ISOug^ a^^# ^^^f^cf. 

KM-AS^ ^^-^-^ ^£1- ^^^H KM-110^ c,H^^ ^^.^ ^ ^^^^^ 

M aflOcJ^ ^ ^-a- ^3.^5 £ 2ofl M-Bf:^4. nvoi: KM-iio.floil «lcjHfl A^«o] ^^^^^ 
J:^» ufE^i^irf^ KM-110-)1 M]^^^^ ^^7} KM-ASofl ^x^^^f ^oj-c]: ^ ^ 

-14. nem, ^Bfuj ^ 

B16-BL6, Raji ^ x^>-^-o^ ^i^(iy„,phocytes)oll rfltt 4^^^^ J:4^ ^lo^ ^a|.^> 
M-El.^7l<Hl KM-110<^lAi 4i£^^^# M-Hl-tfl^ ^^^o] ^^o^ 

51S^4. 
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<53>^A]<^] 5: ^^^^ ^^o^ -R-A>^^^^r..>».. n)o,] tavV nv^^ ^ 

-> 6^^^ Balb/c(oj-^).>o^ s^}^m ^> zi^o^ ^>o^ io0.g^ kM-110* ^^Hi..J^ 

^ 1. 3, 5^ ^o]) Hl^>^fli(splenocytes)* ^Bl^j-^cf. 
<55> «>^ol 3g3g^> 96_^ «flo^ #HflolH(,el, culture plates. Nunc, Den.ark)ol) .4 Hl-^^fl 
i(splenocytes)* 5 x 105/100;^o^ ^J^^ z]- ^(well)ofl ^ji, ^ B^^flS-^ -B-a]- 

^<i#^(mitogen)S -^^3^^ Con. A^q- LPS# ^-]-z]- 0.5 ^ 5;zg/mL3] -lOOmL-^i • - 

€(well)oll ^^^^ ^ 5% CO2. 37r^ S^ofl^i so^^V nr^^y^r^. «flo^ g.^^V 

0.5^Ci^ [3H]-TdR^ 50;^^ ^7> ^, «flo^,^i^^ p-j^^^ ^^^^ 196(Packard 
Instrument, Meriden. CT)-)1 -ef^ lBi(giass filter)o)l ^av^l^j Matrix 

- 96TM Direct Beta Counter(Packard)oll h^Va^j ^.^^ ^^^^j-^cf. £ 30)] ^e^^ h].^ 

^1^^ ^^^^-flS^Clymphocytes)^ ^.f-ofl 

^S€(LN). -.^^«o^(PL), ^-^(SP)- ,itro) B- ^ M^ofl cfl 

^> -^^f^^^^Cmitogen)-] Con.A ^ LPS^ ^^^] n^^^ ^ kM-110# ^c^^M 

#-a- nfls^o] nto.^^. j^^^^^^ ^Bf^o^^i ^A>«^^ 

^(mitogen)ofl i:^^!: -^JLt^ Hj-^^go] M-Bf-^c]-. o] «>o.^^^ KM-llO^c^ jo^ ^ 
7Hf<^ 3^^0,1- iofl 2«fl o,^V^ o^^, ^^^^^^ ^^^^^ ^ 

-^^^B^- .1 «>^.^ol ^^^^^ ^.^^ ^^^^ ^^^^^ ^^^^^^ #^^^.,)^ 

(bone marrow cells; BM)^ «>-g-^^^ ufnfvfl^l ^^^ic] km-110^ .g^^ 

'3-^fl5oil ^ A>ss)-icf. ioO;,goi KM-llO 
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1.5»2, ^^^^ ^^^fe ^ ^Etao=s KM-nO^ « 
A|a ^^^^ j^^^ ^^^1 ^^^^^ ^ ^^^^ 

4^^^ ^.^^,^1^^ ^^^^^^^ 91^^^^ 

t ©■ins ^oj^i aie(lecti„)»:a°l KML-C»J* 7^*v^ 

o,^^ ^^^^ ^ ^ ^ ^^^^ 

14^0, ^^^v^^ ^^^^^^ ^^^^^^^ 

a°n,, ^^s^El^ ^^qoj^ ^„ ^^^^ ^^^^ 



<i«>-aAl^ fi: KM-lm ir^-..; gM,^o) Mo|S7>°1 -8--?^lf | 

'^'^ Balb/c 1, Hli5eJ«^V.g(thi„g,ycollate)* 1,0. -7j.^4s^^, ^ 

«!* 7^^,| ^^.i ^.^^ ^^M4^i,,r-aone.^ exaudative 

cells; PEC)» ^^*^ac^. PEC. 247^^ «.r<f#Slolm(„eU culture plate)^ 

1.5X106^ »alo,^(p,3,i„g)*facf. 2^)tV ^ 
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(Plate)^l ^A^a ^--)^l£tecrophage)ofl oje, km-IIO, KM-AS* 24^^ % 

^la(kit)»,l ^e>=i IL-1* 5), ^n^^ cf* 4o,£ 

n?!(cytoki„e)°a W-., ,L-6, IFN-.^ elISA .lS(kit, ENDOGEN)* 

■^CS 8). 



<58> HlJg-aAl^ l: rr-1o| .j ^tp 

# «la*M ^S* m* o, ^^^^^ ^ , 

4* «-^* ^.,^os ^^^^^ ^ 5^ 3^ ^^^^ ^^^^^^ ^ 

4. 500;,g/.i *Eo,|.1fe 2,,,^^ ^^^^^ 

^a^^. ^Eoj^ifc «|^^ 

l;,gM IL-1,^„, ^,|^^ ^^^^^ 

« KM-nO^ g.^^ ^.^3^ 

^S** i^HfScJ. ^ .J^o, ^.^^^ £ 5 

^ M^, o, ^^^^ ^^^^ ^^^^ 
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^ ^^*°J KM-AS£ ,L-1^ ^£ *.^e| oj^ ^^^^ 

*£?l-Ki„ducer)S ^4-^^ 9.^^ 

^^^o^ KM.-C*£o,| ^^^^^ ^1^^ ^^^^^ ^^^^^ 

^ «-^<=l «Hi«lM11o,(bio,333,)^ ^^^^ ^ ^^^^ 

ELISA-a OS aiSA kits H-l «114ol(assay)# 

.(ff-llO; lOBgM, KML-C; lOng/mDS^I, cfl^eoa ^^^v a,«(,eetin)-8#»! 
EML-KlOng/D* £ 7^ i^<^ ^ ^^^^ 

qt--14Stacrophage)^ -Jo^^^o^ ,L-lo) *£^ao^, KML-Cfe KM-110^ 

1L-1&H1*£.9 ^^^^ ^^^^ ^^^^^^ 

KML-C^ EML-1^ KM.-C7^ EML-lo,| «,.H *^ IL-1 ^nf^o, 

KML-C7} EML-1«)1 Hilled Al-olE^ioi ocowi/ . ,- 



<-> ^--]4i£(.acrophage) Hflo^^^o^- cl^^H KM-110. m-C - EML-1. zib]^ kML-C7> 
^1^^ free-AS)<H] T^-a , IL-6 - IFN-.^ o^^^ 
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= 8o« ^H^^Mc^. ^ km-HO. KML-C ^ C f.ee-ASfe ^^^^ 

^^1 IL-6 gj W-a^ :^«,^5a^, KML-C^ ^,^,| ^^.^^ ^^^^^ 

S-S .fasiacj. m-.^ ^ + , KML-C^ ,p,.^^ ^^^^ ^^^^ 

c free-AS KM-HO "J?^ IFN-. gHl^^l o, ^^^.^ 

IFN-r» ^«(lectin)?l KML-C o}y q.^ .^gy 

S -m^SicJ. SeiCMueUer) ^^^o, ^<^,^ ^ ^^^^ „^ ^^^^ 
IFN-.^ *S 5! .^^.^ ^^^^ ^^^^ 

S^, ^eoectin) o,^^ ^^^^^ ^^^^^ ^^^^^ 

°' ^^^^1 ^AMlStaacrophage)* 

IL-l, IL-6, TNF-<. S INF-.» kM-110^ ^.j* .z^ Q-Jf^ 

™ ^Wfe SOI .^oj^sjq. ^.,3^ ^^^^^ 

W-.^ ^e(lecti„).j*o, Ka.^,^ ^^^^^ *»I^SJoq iNF- 

■fi-iE?!.Ki„ducer)Sfc o^. ,3^, ^^^^ ^^^^^ 

-i^H ^^^^ 9^^^^^ 

-a-^n Ton M-Ej^acf. 

KM-110, KIII-AS»1)^H •fi-SEl:!^ ai-*.^oi AlolB^in,/ 
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^'?l^Si7l nfl^o,] KM-AS-flA-l KML-Col^o^ ip^-^o^ o.^^^^ ^^^^^^ ^^^^ 
4. IFN-r^ ^--^^ ^tb £ 8^ :i3i^oil ;^lAltb ^^^^^ kML-C7> 

^171^ KM-AS ^^oj c-free AS^ -R-s*>7fl iFN-r^ ^^^7^ o] ^ 

o]-^^}^^. IFN-r^ inducer )# ^B^*>7l ^^j-o^ ^^(heparin 

colunrn. PharmaciaA»^ ^f-g-^fS^. KML-C7> :^]7]^ kM-AS ^^^J C-free-AS» ^J^f<§v. 
-^#-§--Jj (phosphate buffer, O.OIM, pH7.4)c)l -g-SflA]^ ^, ^j^^ €=j(heparin 
column)-)! ^^^}JL ^o^^ n]^^ o]^. ^b..,! ^^^.^ ^^^^ 

^H^S ^c.i^^^(10njtf~iM) ^^ofl -g-#*>S4. £ 9^ 'Ssj-q-s* ^ • 

^^^^ OS 3ST.fszi^(chromatogram) ^i^ol^f. ^^zfofl q.H].uj 

n^^l ^Bj(heparin colunm)os #^c) ^e^s);.!^ ^Sfc?) 

<S^M-H#(NaCl)^£oii r.^. -J=^(pattern)ol 4^ ^47> ^ 

4!d7l6il ^l>^?l(heparin)42l ^^^^Caff inity)^] a^s. 4^ ^^g^ ^^ju)^ -;gol .g. 

SZ^^l-i- SAV^V^4. IFN-r^ ^S.^ ^Alc^l 63z[ ^o^^> «,.^o|] o^^|.c^ 

lOOmM^ «S^M-Mol «i3^s ^^olojcf. iNF-^o^ ^^oj^). 

(inducer)^ ^)4?l(heparin)o11 ^^^1-^ ^^-^^(Korean mistletoe heparin 
binding protein.-KMHBP) f-oflx^ lOOmMS) <g gj-ufE ^ofl o^^].c^ -g-^s]^ « ^ 

^-a*>St:f. 4H!-A1 7}:^^ ^jLtb ^.^^ o.^^^;.! o^^^^^ ^^^Clectin) 
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^^^91 KML-C^oii^ . ^^^^^^^^ ^^^^^^ ^^^^^^ 

(alkaloids), #B^-^i.ol^(fiavonoids). HjE^-J (vitamin) ^o] ^c^^ ^^^^^^ 



'""^ ^^l"^! 8: KM-110 ^ Zj- #.aoj .^^l ^icin vivo^ ^. ^^.^ 

<65> .^^o^,,^ ^^^^^^ ^^^^ ^^^^^^^ 

4» ->-f-<HlAi ^Al-^l-^cf. 6^^o^ Balb/c(female)o]l KM-110^ 1.5. i.Omg^, 

KML-C^ ^-f 5. 2.5, 1.25. 0.62;/g^. KMHBP ^ lOOmM^ 'g^^^fl- -g-o«oilAi .g.^^ 
^^(ol^> KMHBP-IOOS ^)^ 100, 50, 25.g^ ^ intravenous )^U 7^^^^ 

-^^1^, i lofl^ .5^^^ ^Hf^^ 5 20,1^ ^1^^ ^.Hf^^ ^ ^^^.^^ 

^o] ;^ 0.^01 ^^^^oj KM-110# ^c^^ ^0^1.^^ 1.5mg/4^>. 
^i^ 24A1^> ol^flCl n>o^;.^ n^y^^o^ o. o]^^ ^^o] i.o„^/.|.o^ 

^ ^o,].^^ ^ ^^^^ 

47} 50^ ^^Bl ;^H>--??] 4^HflS ^4slcH ^^^^^ .l^loj 70^ ^,,1^ ^^^^ 
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rq-e^^i KM-110^ ^-^-^^ ^^^^ LD50 1.5 ~ l.Omg/pl-^-(o. 

^g/n>o.^5 ^c^^V 3^lA>^#cl ^^oq. 2o^^M- s.^^ofl z^z]- 2 

.>B^ ^ in>Bl7> ^^q., s ^ 2^^^^ 

1.25;.g- ^c^^> .>o^^ ^j^. 3 ^ ^^^^^ ^^^^^^ 

^-^^Bfl^ #01.^ ^1^01 0.625;.g/.>^>.^ ^o.^ 

-}^^^ ^]^^c^ o^a^^ ol^>^.>ol ^^^^ 
1.25;.g/kg ^d^S ^^^^x:^. KMHBP-IOO^] 50/.g/u>-f^l. ^c^^^ ^c:^ 1 

<66> KMHBP-100^ LD50 50 ~ 20/.g/kg Aj-oj^ ^^s]-?^. 



<67> 
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IS. 11 



x\s. 


■§-^ 1 












12). 






i"a 


1 2<a 


1 3^ 


4^ 




1 6^ 


1 7<a 


(%) 


KM-110 


1 . 5mg 1 


0 














0 




l.Omg 1 


100 


1 100 


1 100 1 


100 


1 100 


1 100 


1 100 


100 


KML-C 


5m 1 


40 


1 0 












0 




2.5(ig 1 


80 


1 0 












0 




1.25US 1 


100 


1 60 


1 60 1 


60 


1 40 


1 40 


1 40 


40 




0.625//g 1 


100 


1 100 


1 100 1 


100 


1 100 


1 100 


1 100 


100 


KMHBP 


100;Ug 1 


0 


1 0 


1 0 


0 


1 0 


1 0 


1 0 


0 




50jug 1 


80 


1 70 


1 70 1 


70 


1 70 


1 70 


1 70 


70 




25//g 1 


100 


1 100 


100 


100 


1 100 


1 100 


1 100 


100 



<68> [K 2] 































1 20.2de,5 


1 20.3^0.6 


1 20.3dD.7 1 


20.5d0,6 


KM-110 


l.Smg 












l.Omg 


1 20.0d0.8 


1 19.8de.6 


J_ 20.0*».8 J 


20.1de.9 


KML-C 




1 19.5dQ.7 










2.5ptg 


1 19.4de.5 










L25//g 


1 19.6dQ.4 


1 19. Oil. 6 


1 19.1d0.7 1 


19.4de.5 




0.625/zg 


1 20. Ode. 5 


1 19.7de.6 


1 20.0d0.6 1 


20.1i).6 


KMHBP 


50;«g 












20/zg 


1 20.2d0.7 


1 20.2dQ.7 


1 20.3i>.9 1 


20.4d9.8 




12.5//g 


1 20,5dQ.7 


1 20.5da.8 


1 20.6i.8 1 


20.6d9.9 


^AHl 9: NK 













<70> ;^>'?i^«fl>Hm(Natural killer cell; <^1^> NK-cell)^ ^^^^l^^ ^'=>] ^^^^^n] ^S. 

KM-110 ^ KML-C21 ^j-^'y: ul^o] 
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m<^] ^^IJ-'S^ n>-f^<Hl KM-110 KML-C* >g--fl^A}. ^ Hj^g- 

# #1*>Jl NK-^^(sensitive) ^^^3^^ YAC-1 ^Ajyfloj: 

^J-^ NK-^-fli<Hl YAC-1 ^flS^ ^^*>^i4. YAC-1^ ^^^^£1- ^^^^ 

71 ^^fo^ YAC-1 4S.ci\] PlB^ 5lcr^ a^l^f^JL YAC-1«^1 cfl^H 100, 50, 

25 ^ 12.5Hll7> SI£^ ^ 6A1^> tifl<a=*l-^rf . tifloj:^^ 41 m-^S.<^] ^^}<^ ^ 

<7i> NK = [^^a? -R-e^^(expreimental release) - ;^>^-^ (spontaneous 

release) / m el ^(maximum release) - -^-^^ (spontaneous release)] X 

100 



• lOO/^gS] KM-110# ^^^<^ ^ l~5'a^7H^ NK-^115L «^^5l ^sj-l- 2:A>*>^i4. 

£ 11^ A<^1 M-Hl-\+ wl-<4 ^o] KM-110^ ^<:>1 :f l^^^B] 3<a7M^ n>-f>^ NK-^-fli^i 

i:flS^ofl Hi^><^ 2W11 olAj. ^7H>^4. zieluj- KM-110 5<^^e1^ 
nl-^^o^ £ll-<^l-7l-^ M-El-iflSii:)-. £ 112] B m-^^]S.^ ^^i4r 

^^^]7l^ KM-110^ ^^>7l ^t}c^ c^e^ :^£o^ kM-110* ^<:^*>J1 30^ ^ 

KM-110^ -H-S.^^^ 100~10//g/n>-f >hol ^o.^ A>s£)^i:l-. cf^ o kML-C^I 
NK->^-fl5Loll D]^!^ YAC-1^ 
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Jl4^ 2.^}t}<^v^. -J^o,] ^^^j^ KML_co^ o^. ^yo^ ^ 50 2ngo1 cf . £ isofl u}- 
Bf'd ^o] KML-C^ 50~10ng^ ^<=^o,l^^ o.^^ NK-^,^o^ ^o^,^i^ 

£ 114 12011A1 E/T ration ^]^MS.7} YAC-l-i] rfl^j-o^ iqo, 50, 25 ^ 
12.5«H7> 3^£- 2.-^^ q-Hf^acf. ^ -^^ollAi cfl^^o^ ^|.^^, KM-110 

KM-AS^ KML-C4 ^I^tb NK-«-^# ^^^o^X] km-110^ NK-^fli 

^ ^i^^ KML-C^ ^>S€cf. 

<73> ^A]c^] 10: ^l^ ^o^^-lo ] ycjj ofl^.^ KM-nnod. ..ML-C^ oJ-:?^c1o] ,^|^ | ^ 
<^4> Balb/c ^ C57BL/6 .l-^-o,!.^ .^l(lux^)^^ .jo]^^ ^:^(Colon) 26-M3.1 

^l^Clung carcinoma). B16-BL6 (melanoma) CDFl ^}^^^ :^ 

(liver)^ «l-J-(spleen)cfl q^^H ^^l^o L5178Y-ML25 «a4#(Iy.phoma).fli^^ 

■ ■ « <^l-8-*H ^#^^#<3=^ols.c^o)lA^ KM-110 ^ KML-Ml #<3=^ol o^^]^.^^ 3, .. 

-1-^1-^4. -^^tt ->^-o,l ^o^^^].^ KM-110^ 100;.gl- ^^^^S. 50mg^.H 

<^^> KM-llOo] ;.>.a^^ (natural immunity)^^ ^lofl 

SA].* ^-y:^^ ^0,1 KM-110^ S 3o)l M-Efuf o^^ol ^o^;g^ 

KM-110^ ^'=^(i.v.)^ l-J-(colon)26-M3.1 n^-^(lvng carcinoma). B16-BL6 ^--^ 
#(melanoma)<^l ^o]$ 80% o]^ ^;^l^fSo.t^ 
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I 
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4^^^ ^^^^^ oJ4#(.y.ph„„) 

KM-llO^ *o^^o, ^^^4 g^^^^i ^^^^ ^ 

4* £4» £.f*t«4. ^^^^^ ^^^^^^^ 

oie, KM-110* ^=^(i.v.), .^*Ksubcau.a„eous; s.cj. ^^(or.U p.o.) « 

^«l(intranasal; i.„.)^4a 2.a?i«ll ^s, £ 130, ^Hj^sjcf 

<77> IS. 31 



noma * 



B16-BL6^^-«# Sfe 26-M3.1 l^l-^^h f ^-^^^g 




<78> 



106-31 



<78>1019990030638 



2000/10/2 



IK 4] 




^^1S:4» ^^.Jia-*. £ 13^ D«ll-1 500 , 250 . 50«^ ^S^^e^fe 64.4 , 65.8, 
53.4%^ #?f^io,^^, 4^5, ^^1^ ^^.^^1 

(48.6%)S>fe oj^^xicf. ^n^leos^ ^oloj 5 ^^^^^^ 

#°<f^ ^^1^- KM-nO^ *«^o, 

a^** 'S-^.i^it a^* .j-sMi -MKfe ^ys.^m. m^<^^ ^ 



<«°>^^AM n.- ^OJ:;^0, 0| 
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KM-110^ ^o^^dol i 5^ ^^o] ioo,g^ KM-110# 

c].! ^ 3r)e>^^H ^o^tV KM-110^ ^ 

-^(colon) 26-M3.1^ ^o]* .fl^^ofl 49 g ^ ^3 3^ .^^^ 

0.01) B16-BL6 ^--^#(melanoma)<^l t^^ ^o^^ KM-110^ 



<82> 5] 



|6-BL6 £fe 26-M3.1 ^J-^l^o, ^^^^ 



KM-UO^ c^]»^S. 




<83> 5 L5178Y-ML25 -J^^^dyn^phoma)^ ^Kliver) ^ «)-J-(spleen) - -o^^do, 

<H1 -1^1^ KM-110^ c^^M ^tP ^3^1-^ 441=54. KM-110^ ^> ^ «l-J-os^ o^^^ 
( lymphoma) ^ol» 78.4% ^ 58.3% ^ -^o^^ ^0)0^;^]^^ 44l«4. 44^^ 4^ 
KM-1104 *J-#<a: :^do]m^ ^£^1-71 ^o,^i^H, 
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1.07d&.02 
3.48j9.65 
1.59^9.22 (78.4)** 



-^id I KM-110 
. Hi^^g^ H|.u>5|.^^ iq)(by student's two-taileH t tP^t^ 



0.09 d9. 02 
0.21d9.05 
0.14d9.02 (58.3)* 



- H 7^ ^ = ^^^^^^^ ^^^.^ ^^^^^ ^^^^^^^^^ 

« ^o,^ oj^^^i ^5,^ *».>^Mg^.i 

<86> (a 7] 



p 26-113.1 ^oia KM-iloa 




-> ^IS^^^ 14 g ^fo)sn»J (cytokines)^ k/,..) 
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KML-C^ KM-110<^)A^ 7f^J- «>«^.i , 

^'a^^oloflAi ^)SJL4# ufEfvfl^ KM-110^ KMI rol:.,^ , 

KML-C^ ^« *«^^o,^„ ^ ^^^^^^^^^ ^ 

(carcinca)* o,^e *of^o,^^,^ ^^^^^^ 

^A^^i K«-no^ 100^ 3^ ^^^^ ^^^^^ ^^^^ ^ 

-4B^«..., KM-no^ ^^^^ ^ ^^^^ 

t ^* »^^,.>«c^. ^^^^^^^ ^ 

#«<f^ ^ol* KML-Cfe ^^^^^^ ^^^^^^^^ 

an.^ ,<,^ ^o^^.,^ ^^^^ ^^^^ 

L5178y-ML25 ■34#( lymphoma) g :g^(colon) 2K-U-i 1 olr ■ . , 

^.f^^ K«-„0^ ^^^^^^ ^ ^ ^^^^ 

*o, K«L-C«, *o,^„H ao,.^ ^^^^ ^^^^ ^^^^^ 

°J Sis Afsslac).. ol3)t> KML-C21 **<>l:»A^o .„x.„„ .... , 
142)- Ci#<H ^oj:„,| c,)^; .3).OJ7|=ol Olil^lst, . X , 

o'^^ITJ ■HH-'llidiiacrophage) g NK-^l£ -g-o) 

m sq.}^ a^o, ^^^^ ^^^^^^ 



<89> 
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IS. 8] 
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^> IS. 9} 



' uAL^ i — r-T '-^"^^^ ^'9-(colon)26-M3 1 

I ^T^^l I -„ , ■ 




<92> 



^..m, .^^^ ^^^^ ^^^^ 
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°i fl--14S(.acrophage)fe .>olsn°J* .^^g 

• *«<f4io« cflt^ o,^^ ^^^^^ ^^^^ 

KML-coii ^tt /. „v. ^*o^ ^^^^ ^^^^ 

^ ^^^,^^1 ^^^^^^^ ^^^^ 

(B16-BL/6)., 100..^ KM-UO Sfe 60:^^ K«L-C» 3^ ^ 

4S(effector cell)* 1«„-1640 «H.)» .^^^H SS^^a ^^1*V^ *°<f#sfl^* 
^=SsfarJ. .j^oj .^^^ -^S^y^teCtarget tu»,„r cell)?! B16-BI6 ^-^^ 
(«ela„«)* nh^V^ 5,cros lxlOV«(„en)^ ^i-JSS 

96-« m #Sl«Ia(96-.e,l culture plate)^ ^ «(.e,l)^ ^, km-uO 

^^^^^ :xIOV€(.el,) S 5xlOV,(.el,)^ 4 
s^*>=, B16-B16 ^^*(„elan»a)ol n,e) ^ ,(,ell)^ ^ 

<- #^»^(« = [.J^^ *B,(expreine„.aI release)-.>^a, ^e, (3p„„ta„eous 
release)/^ m^eltoaximtm relea5e)-^^^^ *ei (spontaneous 
release)] xlOO 

- ^ 15^ .0,.! ^^o,, K„.„o* 4^^^ ^^-).m(.acr„pl,a.e)^ K«-no* ^ 

g,* ^^-)^flSC.acropha.e)^ B16-BL6 -^^#(„elan«.a) 

^^^^^^^ ^^^^ ^ 

^^^^^ ^^^^ 
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1019990030638 
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^-1^ -Smc>^]^Uyn vivo) #<a:.flio,i cfl^J-^).^ ':fl--]^flS(macrophage)l- ^-^sJ-a]^,^ 

^1 ^-f^>^4. ^ 15^ ^^^^ KML-C 2^^ ^--]^fli(.acrophage) 

^ Slcros S^l^ B16-BL6 (melanoma)^ ^;.J^]^,^ ^.^.^ 

ol .^^^^^^^ ^^^^^ ^--].fli(.acrophage)» 

^1^1^ KM-110^ KML-C71- ^ OS ^^^^^ ^^^^^ 

^--]-fl^(macrophage)^ -^^-o .^^^^ ^^^^ ^^^^^ ^--^ ^fli Macrophage >7> 

- «-A^^€ ^A^^^l3E(macrophage)^ -^^t}^ *-^->:d.(ROIs) ^^->^:g ^ 

f^-^^ili ^^^^ ^^^^ A]-ss)^4. 



<=^e1 ^^oii.^ ^.^^ ^^^j^ ^^^^^^^ ^^^^ ^^^^ 

KM-110 ^ KML-C* ^o^tl: n>^-^ YAC-1 -^^^^^ NK-^i^ # 

o^^^ ^ Al^^xflcy^ ^y^^^) ^^^^^^ ^^^^ 
Ajc^l 9). vltro)c^p.:\ KM-110 KML-C4| NK-^fli ^^^^^ ^i^^,^ 

^1^ ^7} 30^ cl^flc, ^ ^^^^^^^ ^ ^^^^ ^^^^^^^^ ^ 

^1JL4* i+Hf^ ^.zj. <y^i^^^ M-H].vfl^4. n:^ei.x^ kM-IIOo)! ^^^o^ :^ol 

JL^7f NK-/ilio^ ^.g2).o1] 7lo]£)^ 
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/. *ES,fe.H ^« *^o, -J«**ofl anti-asia.o-GMl 

carcinoma)^ SoH kM-IIOS) 44# ^A^s^ac^. £ les) a^oj^^ = ^ 

wVri anti-asialo-GMl ij-^l* d|eJ =§4., ^a-S-V^-^ll 

*n 2-H o,^ S4» anti-asialo-GMI ^im 

tt-C^ ^Et> «lMS(sple„ocytes)7} 

^ *^o| ,3^, ^1^^ ^^^^ ^ 

<^ ««-a^«tun,or-induced angiogenesis)* JIf oKsolid timor)s) -S;^ g 

ofMat ^io)^ «*iCpr,.ary t™or) - ^o, ^^(^etastatic sites)S^ o,* 

S -^^.fl ,^^0^ y^^^ ^^.^ ^^^^^ ^o,E^^,.1 
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-e-Ji^Ml o^^i(43.9^)^^^on^ ^^1.^1 ^oj:o^ ^^^^^ .^^ ^^.^ 

^1 ^^1*1-^4. 



^l-y-^ I ^^^^ ayy 



^61: W 



7.Od0.6 



9.8i.i 



KM-110 



I o o a o 



3<a ^ 



5.4de.4*« 



5.3de.6* 



5.5dl.3** 



6.7dl.2* 



8 3 1^ 5 

) * P<0.05. p<O .0l. nia^^ HljE^ijiby Student 's two-tail./. ...n 



<ioi> KM-llOa] ^<^^^^.^ ^3^. ^.^^ 3,^^^^^ ^^^^^^^ 

^# -d-li^oll.^^ ^o^.jo, ^ ^ o^l oj^,^ KM-llO^ ^ 

^ ^0^^171^ z|-z^ 100 ~ 10/.g ^ ^<a:o] oi^ 3-^^ll;7H^ -^^^V #<a:o,^.^ ^ 
^^1JL4» M-H^^ o^^i ^^^o^ ^.^^ ^.H^-^fl^ KM-110^ ^ 
7} o^^l^l-^ ^Hfy^cf. KM-1105^ #<a:ol^^^ ^^.j,^ ^ ^oj,^^, 

;<H1^1 ^S^>7] ^^fc^ ^.to]^ 30^ ^.,1 KM-110(100;/g. i.v.)^ ^c^ ^. nflo^ 

^ 1— T— o o 

^<a=ol._l 8o^^;.H M-B].^o^.i KM-110^ 1^-^ 

KM-110^ .^.1^ ^ o ^ 50^ ^^^^^^^ ^^^^^^^^^ 
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<102> c^l 16 : ;;^l.od jai o>;7J o 

B16-BL6 *^#(.ela„«.a) ol-^tV u). 

mm ^'i KM-110(100,«/™ouse)^ 3^ 9^ o^^ 53, j.,. ^ 

^mn^'H. ^.^ ^_ ^.j^^ ^^^^^ ^ ^ 

KM-110^ *»^o, qj^v ,,^4^. ^,^^1^^ ^^^^^ ^^^^^^ 

^.,14, i^.M, #»^.| ^^-i4S(cyto,ytic 
fl* ^^^o, ^^^^ ^ 

^ISlSio^ ^o|oj^ ^ ^^^^ ^^^^ ^^^^^^ ^ 

KM-nO 

« a^e'-ISCheparin bidding protein) 4* .^g^ ^^^^^ 
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2000/10/2 



^°cJ= H7)(nim) 




<106> SjEfl^^o] *j.^o) 4^^o\] ^o]ox^ ,1-, , , 

o,. . ^ ^^^^^^ ^^^^^ 

«4. e KM-no ^ m.-c^ a,^, »^ 3.^^^ ^^^^^^^^ ^ 

S KML-C. ^4 ^, ^^^^ ^V^(i„<,i,,,.) 

ELISAS ELISA *=,lo, H(p,,,,,^ (coati„.)*^^ BSAS 4 « 
(wall)* #.^.J(blocki■^)^^ ^ PBS-tween(0.05*)os 33) ^l^^^cf. ^hJ^^ kLH^, 

20»fl-?.E) 
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4. nfoi -«*A,cf^|(per„xidase)7V S^(coniugat ionJS 

(peroxidase-conjugated goat anti mouse IgC+A+M; Zj^ed Lab. INC. USA)# 2A)a 

^, ABIS .1S*»^(0.2-^ 2. 2-a.ino-di-(3-e.hylban.oth,azoli„e-6-sulfonic 
acid) dia«„„i™ salt. Kirkegaard and Perry Laboratory, Inc., Gaithersburg, MD)* 
414nm=ilAl ^^ECO.WS* KLHo« rfl^ .J.^|o, ^3.^ 

2H,7> KM-no S KML-Cofl 

^7V71. *7>a ^^1^ »liHj«(i3otype)^ n>+i ^ o| 

iH}g(i3otype)=fl qjtv 2^f.>^)(peroxidase-co„Juga,ed goat anti «use IgG, 

A ^-g- M; Zymed Lab. INC. USA)» ELISAS SAfsfgcf. 

£ 18., a^o, ^.^^ ,m ^n^^^^^ ioo.g^ km-ho 20ng^ kml-c 
• KLH ^im *w s^e ^+ ^« ^^o, -fi-^ft - 

a47> IS) 2^ ^ofl *7> ^« 4^ #7<f^ (booster) ^ ^ 

^ ^7}^ B,H*H 10«g^ KM-1102) *Al^o,fe 32.(. ioO;,g^ 

KM-110 1000»11 «4» ^Hf«4. KML-C(20ng)* 

ft iioi *7^«(booster) ^^V^ 6o»H o, 

*^^7> ^*o| 0,^^^^ j^^^ ^^1^ ^^^^ ^^^^ ^ 

-H^l ^7} ^« #7^^(bo„3,„,^^^^ ^j.^,^^^^ 

"■^ 10^ 
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^-^»S»a KML-Cfe *#of«.^4 ^ ^^^^^ ^^^^ 

^o,^^^. ^1^o,=.^»U(subi3otype)* o> 

7^-^o) cls> *Jfl|(subclass-specific second antibody)* o)*s^o, a^f^v «^ 
Irfl ^ I«G2a S IgG2b ^(,ype)»l ^B^.J^a4(S 19). ^ej^l KM-llO 

S KML-Cfe T^laChelper T(Ih)oeU)^ ^^^j^ 

at a OS ^m^a^, Ml %(type)-i* .iitsffe .^^(3,^ 
component)* cfl^ls 4= jj^ j,^ ^s^cj. 

KM-110 ^ KB.-C.1 T-^S ^,3,.^ ^^^^ _ 

^^a. vnro) an ^S^d^ptacytes)^ *S^ 

(proliferation assay)* ^^1 aj^^, 17^^^ 

KM-110 % KML-C Ji^^(adiuvant)* 4^ ^^^.Js 2^ ^ 
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/. v,,roH^^ KLH* = 20^ km-UO 

KML-C* ^*(,,oup)^ HlMSfe aH 

^ «1*H *^«os .f^ft KLH»« .llas) *^ 

(proliferation) ^^^^^ . »| .^W^^Ui. vJtro) m^^^ 

^So, ^^^^ ^^^^^ ^^^^^ ^ 

^^^^^ ^ 

M^. 4^X1 KM-110 KML-Ct »^ «Me,=^ ^ 
^ *«*o,^o, ^1^.^ ^^.^ .^^1 (vaccine)^! 

(adjuva„t)^S^io) A}ssja4. 

<"» KLH ^«o„ ilio^(3dj„va„t)»S.1^ KM-UO KML-C^ , .fl^" ' 

-m*MM(T helper cell subu„i,s)S^El -fol£n«J(cytoki„e)ofl ^ft 

S ->SS)a7|o,, KLHoll «,^^|^ .l)y^*«-?* o,^s^»i 

u-^li^ ^ Th2 ^l^«(subsets)*^^ ->«lsn?!(cnoki„es)oa 
IL-2 IW^ EL.SA .la(Kit)* o,^.H ^.^a^C. 21). ^^.l 

"f^ PBS, ^o,^. . .^.,s,^oj(,,,„,,.„,,,^ 

i2^(adjuva„t)o£.i KM-HO KML-C» ^^IC) ^LH 

.L-2 « ,L-4 * 27W ^Ctype)^ -foIsn-JCcytokine) =^ 2»« o,^ 



"5- 
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"'^^ ^^H1 20: ^1c^ Aj3zl.?l^>^ o^ 

I - oHJ Ji7(delayed type hypersensitivity; ojsf OTH)* sj-^oi) o)sfai 

--i^laCacropljage) f-^ «l,oH .g*4a«o, ,3^^ ^^^^ 

m^^^^i ^^o,, ^g^v ,4^.^ ^.^^^ „ 

1M.-C^ .sm^^^Un vivo) 

(footpad)«lI s.c.S ^.V *7|(f„otpad swelling), 

H 22^1 «J*=) KM-110 « KML-C» KLHSf 

'S^?! >.>^io,| BlSfo) 5.^= #7|(f„otpad swelling)7> *7Mfe «^ 

(proliferating activity)^ ^la^^ Sq^* S.^ Sfe 3J^S 



KM-iio^q t-^isccid^ 0)^,^ 

CIL o,*H C57BL/6(H-2b) =V^io)l x-xj^ ^^.^S^^ 

P815(H-2^) «le^l£#tastocyto.a) ^la^^ if^ kM-1104 2^ m 

£.3. 2Sf 'a^S^gt:^. ^^^^ 2^ ^ -V^^S^E) b1;8.4s. 
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.f^.V P815 ^ ^o, p3^^ 

5icr-i;.l(,abelled)^ o]^^y^^^ ^]-MS.o] CIL ^^g^ «flo^ 

^ -^^^ P815 .fli7> ^^^^^ ^^^^^^ ^^^^ ^ 



CU «-^(%) = rsic, .^^.^ ^E] (experimental release) - 5lCr ..}<^.^ 
(spontaneous release)] /[5lCr ^ r)]-B-5l (n,aximun release) - 5iCr 
^}'^^ -n-s] (spontaneous release)] xiOO 



« ^^BJ ^ .0, Ef^(target) 45?] P815^ m^^^} 2*o,|.1 

38%S *7^a =1* ^^^^ 

« «4» 4^.flXi.t. *.J^ 52^.1 loo^^^ ^.jjp^ .^^^ ^^^^^ ^^^^ 

^lit P815^ ^Sfla^n 78% ^^^^ ^1 

4. *^f*^«ofl ^0,^0, ^,^^1^^ CTI(cy.otoxic 

T-l»hocyte)oil ^fa^fe KM-UOoll ^fi ^"M^ 

^^^^^^1 ^^^^ ^^^^^^ ^^^^ 

at (adjuvant 7t^^^t ^g.s| ;HlAIs^ac^. 
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<.^o> H-uo* om^, B-^,s^ 

(adjuvant aSoi, <>1 ^.^fe *o^2) oj^ jj^^l ^'S'Jl^loil q) 
B16-BL6 ^tl) ^<8^fe .J^^oj: ^ola««,^ x-^d 

-a^ a.2«»(adjuvant)oaAl kM-110* ^ojAja* ^oj.^ ^^.^ 

*°1 7"J KM-llO *o^».J ^^,<^. ^^^^ 

»i ^»JO) ^3^^^, ^jj,^^ ^^^^^^^ ^^^^ 

a#(group)* b)sH 57.4*^^ s jjo, 

^# 5°J S lOS * 2^^, ^^^^t^. 

* 2^^ e^^oi ^^5^ ^^^^ ^^1^ ^^^^ 

^=^, KM-llO ^+ j,^;,^ ^^^^^ ^^^^^ 

'=^. ne^M- KM-llO i£"-?(adjuvant)4 .^^^c^fe 44.6*^^ #oj=.d°l 

S47> M-Btacf. %«^o,;5io, ^^^^^ ^^^^1^ ^ 

.^^ei 

^^,«) ^^^^^ ^j^^^ ^^^^ 

^ ^^.4*0^.1 *«^ofl ^^fe ^^^^ ^ 

°S. a4. riem, *oj:2) Sg« ^iOls) .4^0)1 q,^ o^e, 
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^^ofl^ ^^^^^ ^^^^^^^ ^^^H 

^^^] #o^-o,.^o| ^^^^ ^^^^^ ^^^^^^^ ^^^^ ^ 

-H-l -^^-J SX^ ^^4. ^ 12^ I n.] KM-no^ 

-do] ^^1 JL4^ KM-110^ ^^^-^(adjuvant)^^ofl o^^v ^o^«^,j^ ^ 
^«d^^ ^01.^01 CTL ^o^ofl .^^1^ 

(antibody dependent cellular cytotoxicity; ADCC)# ^^^^^o] ^^^j-^^ 



<121> 12] 



B16-BL6 ^^Jj^ "-^^j^lLg^^ tCM -lOQo^ aaoJ? 




^l^^l^i ^J€ofl .fl.H ^^^^ T-4i^ ^o^^V .^^ofl ^.^^ 



<123> 
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.1"-^^^ ^ ^^^^^^^^ 
qtt* ^ ^^^^ 

^^"-^(adiuvant) ^ ^o^^.j,^ ^^^^ 

OS 4^f^(resti»ula.i„„)*M q,^ ^^^^^^ 

-4. S 24^ ^^^^^ 
e^^^^ ^^^^^ ^^^^^ ^^^^^ ^^^-^ 

^ *^^-,^S ^ ^^^^^^ ^^^^^^^ 

^s^o, ^^^^^^ .^^^ ^^^^^ ^^^^ 

"''^^ ^"^^ ^^^^1 «) KM-XIO* 

KM.-C., ^S»!MU^«(e„p.ete Pound's ad,uva„.,* 

Freund's adiuvant)., ^^^^ ^^^^ 

^^el ^^^^^^^ ^^^^^^^^ 
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^.f* .,«,300„„=,^s ^^^^ 

(booster i„,ecti„„,* ^^^^ ^^^^^^^^^^^ 

pm s^^^ PEG* » , , 

. . ,,,,,,, ^^^^ .>»U..=KH....a,.^ 

. J-.^ -)--)^H]£.Khybndoma)^ ^^cJ^^^o^^ ELISA^ ^.j^)- 

#^^(clonin.)4 ^He,^(3creeni„.)^ 2^ ^.^ ^^^^ 

^ ^f^l^H^^oXhybridca).,^, ^^^^ ^^^^ 

^^H ^e^.^Cistane)^ ^.^^^ .fo|.,,.Khy.ido.a).,.^ 

^4.H o-^^Kascitic fluid)* ^o^o^, ^^^^ ^^^^ ^^^^ 

(ascitic nuid), ^aW^Cprotein-G affinity col^. P,.3cia.>).l ■ 

^H,.,^^. ^^^^^ ^^^^^^^ ^^^^^^ 

r^s-^^^ o^^y^ ELISAl- -^a) 

^^i. KML-C EML-1# ELISA h r., 

.-vi^xatcy ^uveii;of| 2ug/n)L^ ^s. 

^ ^«(coati:«).,.U BSA* o,* ^^^^ 
«l*...K...a.a,. ^, .^,.„„,^3..„, 

'^^^ ^^*>«cf. ^ 25.1 ^H^y ^,3,^ ^ ^^^^^ ^^^^^ 

9H7-D10g- KML-C *o|aloe uvjs.*v-- «!.«,=.,_, 

M_£ S^sia^. 8Bn-2C5^ kml-c S 
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BSL-m ^^^^^^ ^^^^^^^ ^ ^^^^^ 

«^ aiSAoJ^I ^*s(O.D,ao) NSB(non-spec,-fic bindin.)^^ 

# 0.50,^* ^^^^^^ 

4^ 5^> « :o=.> o,^^ ^^^^ ^^^1 ^^^^ ^^^^ 

(subtype)* „ « 8BU-2C5fe I^l^o|<a^ 8E12-3E9fe IgM^o,S4, 




^ 9„7-D10*^, ^^^5^ °^ 

SStactivated affinity colunn. Pharmacia Boiteci,^f)«ll Jl^m ^^-m-i 3^ 
(i«un„-affi„i,y coiuM,)* ^^^^^^^ ^ ^^^^ 

Ka-C» ««(col«)o, pB3^ ^^^^ *#»):=|(e,utioa 

buffer)?! pH2.7^ #efol.J-^.> e**^(giyci„e-HC, butfer)«J ^ 

^* ^^J^vanf. micoi^m -§-#-£fe i^/^^o^ 

n » ^.V* SDS-*e,.VH«oV.,.(sDS-po,yacry,a™ide) 

^^^^^^ ^ ^^^^^^^ ^ ^^^^ 

^ef^ «K SOI 9H7-D10 '^^-m^i „,^^^ ^ 
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m . ^^^^ ^ ^ ^^^^^^ 

»1 ^^^^^ ^^^^^ ^ 

S ^m^^. KML-nufe 33.2KD4 28.6KD^ 

-^^(M.-,, -n, -m,^ ^^^^^^ ^^^^ ^^^^^ ^^^^ 

«(.ec.i„) *.,o, ^^^^^^^^ ^^^^ ^^^^ 

*4 ^o, ^.V ^^^^^^ ^^^^^ ^^^^ ^ 

€ S^o,s(„,„, 3, ^^^^^^ *e,o,MCp,ate)^ 4 ,c„eU)o, 

Bo ^, ois) ^7^s^ 

- ^ ^.^^ ^^^^^ ^^^^^^^ . 

13). .4. 44 ^o, t.^., ^ 

Ka-HL* 8«./*^ ^^^^^^ 

».* ..(.c.,„,4 ^ ^^^^^^ ^^^^ ^^^^ 
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^m^^ ^._^.H ^.1 .^^^^^ 

^ 14). -^^^4 KML-C. KML-nU - KML-EL i.^ ^£^^(,actose) . ^^^^^ 
(galactose). N-oMll^^s^^.^.j(,_^^^^y,^^j^^^^^^^.^^^^^ ^^^^ ^^^^^^^^ 

^^4. ^^.>^ EML-1- 7, «v^^ ^s^^ciactose) 
^ ^^£^-(gaIactose)<^l -§-^«}^ol ^^^sjo^cf. ^^1^ ^^^^^^ 

^^fl(lectin) ^^^^(,actose)# ^^^^l^ #^^^(gi,eose)^l ^^^i- 
^ m^^7} -^£^.1 ^ ^^^^^ ^^^^^^ 

(N-acetylgalactoseamine)o]l -o].^^ .y^,^^ ^^fl(lectin) ^tl^$i4. 



<130> 13] 




^131> IS 14] 



M.-nU and KML-HL^ -^«^*-J«.>-§-(haen,agglutinating) 




106-54 



1019990030638 



2000/10/2 



<'32>^jA|o,| ,7: TMi-m, „ n,^, - ^^^ ^^ ^^ ^^^^^ 

^1 N-*e ^^-1(N-.e™i„a, acid se.uenci„«)* .....^ 

a 70&a PVDFCpolyvinylidene difluoride) ^ « e«o](„bra„e)o, ^4 
(e.ec.r„Motti:«,.,g4. ^^^^^^ 

^>-^«^(hydrolysis)e ^, Effendorf/Biotronic LC 3000 »>n,i,.v . 

r iJiiaj- xiTH^Kamino acid 

a„a,.e.,», kmL-HU ^ .,»JCc.ai„,*^ »Hl.^.. .1«<.i„o 3cid sequence) 

* ^^^.^a^o,, ^^^^^^^^ ^^^^ ^^^^^^ ^^^^^ 

-^ -m^ino acid seauences)* S^fe 15<„ ^.^^,oJ^ 

^oJ(chai„,^ S.,. ^^^^ 

«-chai„), ^„ B-.,«a(B-eHai„).^ ^^^^^ ^ 

^i^Canino acid sequences)* 5. 15. 16, 19 , 27 , 28»i^ ^ g,,^ 

^^^^c^. B.-,, -n , -n:^ 30«^.,^ .1^,a»i„„ acid 

sequences)^ ^<U^ yjuaoj-T mn tt oi 

. -zn*, ^^^^^^ 
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n^i^L-v* ^^^^^ ^^.^ ^^^^^^^^^^ 

nmn^. ^ ^ ^^^^^^^ 

^^1^^ ^^^^^^ ^ ^^^^^^ 

IS-) „£(ED5o)-ar 2 IS-H) iA)s>aq.. ^ KML-nUt 
B16-B1^ *'-«*(«la„o™a). Math A ^^^^^ 

* 3LL y(carcin<»a), Raii »J4#(.„h„„)* ^^^^ ^ 

K^-nua, ^^.^ ^^^^ ^^^^^ 

-^1 '^^M^ m ^^^^^ «=^(c„,„„,26-M3.1 «^ 

(carcinoma,, B16-BL6 *^^#(.e,a„o„a) ^ L1210 ^«^(,e.Ke.ia) K^.n„ 
H Hit-, , 51-4. «liiZ^^ 14 ^^^1^^ KML-HLo] Hlisa} 

16] 



' ' KML-nU I KML-HL j ejS^T 
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- ^.^^ ^^^^ ^^^^^^ 

.(coa.-„.)^., ^ ^^^^^^^^ 

(coniugatio„)a ^^^Kconjugate)* ^ m^Uer,- ,M ^o,» 

^l(epitope)# ^E]§>^ ^ 
8B11-2C5 *^^]^ ^ o.^^^^ 

- — -a-s-o, ^J-^ ^;g7]l- 

^-r^m. KML-nL3^ EML-1^ ^o^^^ 

^) B-..CB-e.a.). J 

^i^(a.ino acid sequence).,., ^o|.,o, ^,^1 4^ .^^(lectin) 
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<l40-t)A|»|| ^0: m-Tin fll^^ gs 

KML-C^^e, ^e,^ = ^^^^^^^^^ 
(cytCine)*^^* EML-1^ ^^^^ ..^.^ ^^#^4. ^Jfl .,.h 64 * 

^ aO„./^»,SJ.Z, ^ ^ 29«, ^^^0,4. KML-nu S KML-HL 

* flt--i^)I(.„.se macrophage)* ^^^^^^ 

4 m-,^ ^^^^ ^ ^e(.ec.i„)^>^ .^„,s,^o, 

B.-!^ ^.j^s., ^^^^^ 



'""^ "^^H|31: KMl-nn« RMl-mci ■ 

^l-K/. .>o, *«^^o, ^^^^ ^^^^^^^ 

(coI„„)26-M3.1 ca.ci„»a,o,s,, ^^^^ . ^^^^ ^^"^^^ 

- ^4^ ^ 30^ .^^^^ ^ ^edectin)^ ^ 

lOO-l^o,^^.,, ,4 100--50„..>o,„.1 
* ^acf. K^-DL^ ^ «^ „^ ^1^^^ ^^^^ ^^^^^ ^^^^ 

^B^^ ^^^^ ^^^^^ ^^^^^^ 



106-59 



1019990030638 

2000/10/2 

Un K/M Ka-HL^ K«L-nU^^ ^^^^ ^^^^^ 



KM-110, KML-nu, KML-nL2) ^^^rt anAl«-i»a , , 

=8 "<Msi-(hepati,is B virus. HBV)o|Mi ^^^^ pre-S2^S* 

..»(g™„p)^ ^^^^^ ^ ^ 

^ .v^,,.^ ^^^^^ ^^^^^ ^^^^ ^^^^^^^ ^^^^^^ 

I- ^--(alumimun, hydroxide adjuvant)#A).^^^^4^j.^|^ 
o;^g/niLH o^-ds- ^ ^ (coating) 5)- Jl c^^] 

^ ^^-S-^lSt:f. *J-^3j. H]-0^^ ^J.^,o] C^y^^ , , 

c«T:--r ^^J- d-^M ^71-1. ^;g?r)-7l hrp^). 

(conjugation)^ ^l-T-^<>fl tH^V uu-. 

'>i| qi^H "^^iCrabbit-anti-mouse-IgG+A+M-HRP; X8000 ^ 

450n..M1 ^^^(O.D^)^ ^^^^^^^^^ ^^^^ 

^^^^ ^^^^^ ^^^^^^ ^ ^^^^ ^ 

Ef^ ;5J 
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-f i^JIdectin adjuvant)^ <^7\^ tfl 

I- i---, (aluminium hydroxide adjuvant)^ a]-§-^> ^-f^uf 

^41- M-Ef^t:f. ^tiVajos oi-sni^, , , , 

^-rn]-H-(alum) Til^o^ ^ 

^^^^ ^HfM]- ..^^ o^^,,, , ^ 

^^^^ 

(booker, «^ 3^ 

- ass!(adjuvant)^ ■a-¥-°l¥(alum) Till 

-1 -n- „ j:. ^E^«J, ^^^^ ^^^^ ^ 




<- ^.1^ m^-nu. KML-DL^ OH.., 3,,^ . 

^.1 DNACe^o^ie «A)S^., ^^^^ ^^-f*(p„,^„ase Chain 
Reaction, PCR)* ^Alsfgcf. CTAB*.a£.s 4 
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^DNAl..,^^^ ^^„H(pri.er,100™„.44 200.M^ «P, 

A™p.ita,(PerW„-E.™er.n DNA #e)^=t^,(p„,^erase) 2.5™UsS pcr ^v^.* 

Thecal cycler(Perki„-Elmer 9600)S PCR* 4=^^34 r34^^,^ 
(denaturation), 45'C<H1'^^ 2^71 c^iuejc ,• n 

ex.e„ti„„), 35^ . p^H ^ = ^^^^^^^^^^ 



(automated seouenceD* o,^.H ^ 33^ ^^^^ ^ ^ 

• . — , = = -revi j^, i 34)s^,>| 7,^^ ^^^^ ^ 

^«(,ec.i„, S ««« ^^^^^ ^ ^ 
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KML-ns^ ^Hi^'LH^, Cl^ PCR €€■ 1^^ DNA^i^S^B^ o}v]h^^ 

-^it, C2fe PCR ^4^>1- #^ 2ai^ DNA^i<iS^B^ oVt'l ^ , EMLA^ 

A). 7^-?-#ol (European mistletoe) ^^^Clectin) I k-^M 4°1 ii^tlrAi ^ , EMLBfe 
;^-f#o1(European mistletoe) ^^^Clectin) I «M ic-tlr^i ^ , RTA^ ^± 

(rincin toxin) A-^l<as] i^'it^i 1 , RTB^ ^^(rincin toxin) B-^l^l-e) *M 
ii^a-Ail, ABA^ <^l-ti.€(abrin) A-^l^s] c>>d1 i,A>A-l <g , aBB^ <5l-« ?i(abrin) B-^l-^l^^ 
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<152> IS. 17cl 



^^^^ ^^^0 


1 -fr^^v ^-f^'^l aifl ^e|3i cf^ AittiiH. 


1 <%^> 


1 C2 1 1 


L D H P |S )P L |L |L |R S |V |V |D |A |A IN | | II 1 1 1 M M 




1 CI 1 1 


ID IV |R |y |W IP |L IV jl |R IP jV |L IE IN IS |G |A |V 1 | | | | j | j j | 




1 EMLA 1 1 11 1 1 II II 1 II 11 II 1 1 1 II 1 II II II 11 




1 RTA 1 1 


1 1 1 1 IS 1- |L IL jl |R IP |V |V IP IN IF IN 1 1 1 1 II 1 1 1 1 1 1 




1 ABA 1 1 


1 IMMMMMMMMMM 1 1 1 1 JJ.j.J, J , I. J. J. J. IJM 
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<153> [s. I7d] 



^ L I |D |V [Tjjyj ^A |S |E IP IT |V |R |I 

CI 
EMLB 



JU 



<i55> ^ .^^c ,1^1 ^^^^^ i^o-«(adjuvant)oll KM-110# ^^^H -11^^ iS^^ 
^^Bl«,><tK3djuvant formulation)^ ^^U^]- ^aI^].^^. kM-110o]1 
^^1 (synergistic activity)^! -^-^^4^ ^Eflo^ iSofl(adjuvant)^^Ai 

7H«.M^-^-: A14^>4^ Al-s^cf. o^HVaio^ ^^^-^(adjuvant)^ ^^^ofl 
:T:?--^# ^Hfxflc^o): ^ .^^^1,^^ ^^^^ ^^.^^ ^^^^ 

^}o]3.^^^^Hmycoplasma)Wr ^j-^] ^^f-] ^a]-^ ^Ajc^] 32^ :^c^^> 

AS ^1-^^ -^^^4^ £ 35011 M-Bf^rf. A^^cfl ,1^^ ^^^-^(adjuvant)^ 

20%^ -^^v]^ ^l^^^l-(aluminum hydroxide)^ 3%^ A-^(oil)?l ASA25* Af-g.^].^ 
4. -a^^4 KM-im Wnl^ ^^.^(alum adjuvant)os- a^a].^! 32^ -0-a> 

4 <^.^^nl^(aium)o)l ^£*>S4. ^l-^ 

^-c^^ (booster) 2^ ^^6^^^ i^ojj(3djuvant)o] -..^^(^j^) ^ 

^^-^4 ASA25»^^^H ^^-M ^ ^^o-S(adjuvant) ;g o^, «i 
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^-f , ^^ ^4ofl «1^H -^^^^7} M-Hf^cf. o] ;g 0.0,1^^ 

KM-llOo] ^4 is --^ (adjuvant) ^^o^ ;§-fo]] tij^H ^ lOHfl ^ 

^ ^7}^ *^^17|- r4e^-Ai km-110# yj^o^ ^^o^ (adjuvant )o]l 

tV ^-f cHlA^S KM-llO^ ^7]-* ^Bf.fl^ .^.v^i.^ ^.^,1 oj^^^^ 

Afls^ ^Bflo^ iso^(adjuvant)ol 7fl«^€ ^ ^]^M^v^. 

<156> ^lAHl .Sfi: ^^M ^ ^^^O] ^^^oj ZJ- ^iHj Yi-^ 

-11 ^^S. M-Hfi^o.:^^ s^#i.(crude extracts)?] KM-110^ ^^^^ uj-B^tfl^ 



<157> 
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^ 9H7-D104 KML-nU ^ KML-HL-ll <:fl^f<^ iiI^f"J-g-# q-H^-xfl^ ^^^o] o;^^^ 
8B112C5. ^ .^^1, ol^^H tl^-J .l-f^ol ^^.^1.^ KML-C^ 

^ SJ- ^^^--^^ (Sandwich^ ELISA)# 7mt}^^. ^4 ^i^Idectin)^ 
f-%=# ^^^1-71 ^^l-c^ 9H7D10 ^ 8B112C5 HRP* Lamini^ofl o,^)..^ 

(conjugation)Al^4. Sandwich'^ ELISA* ^^(coating) AbS- IgM Efoj (type)^] 
8E12-3E9(X1,000)- o]^^^^^, ggA* 0]^^^ -^.J (blocking) ^ofl 
(lectin)^ ^.^^H ^ HRP7> conjugation)^ 

9H7D10 - 8B112C5 -i^]- ^iHi(,ectin)^ «J^.]7l^ TlB^o^p^ 

-^^^m^. Sandwich ELISAofl o^^^ kML-CS^ KML-HU^ 5§ ^-^Cstandard curve)^ 3}- 
^# '^^^ SAf^V 2.5;.g~30ng/mL, 5//g~80ng/mLoloicK£ 35) ^ ggo^ 

^^dCstandard curve)o)l # 67^ ^^uf^^^E^s] t^^^o] ^iil(iectin)^^^ 
S 18«^l M-E^-^cf. 



<158> [S. 18] 



, ^'^^-r I S I t+e!|3!(tte) 1 

'-(Quercus) 
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n ^Bjacf. ^^ofl ^^#o,^ 200^^ :^^^o,<>,|.l 748. 

1864^ >4HfaAS 0.374*--0.932*« :J4» ^^^^ 

■S--?* ^>c,s KML-C aiSAS ^ 

■f KML-C * * 3.6» LtEjHj HJS, 50JO, 

KML^ 4Bt>fl^ * e«l«S^El KML^^ ,|^^^ 21»H S 

*S1 KML-C* S-^*fao=,, ^^^^^^^ ^ ^ 

12.7*oia4. KML-Coll^l Kffi.-nU7l. b,^^ .j,^ ^ 

^.t ^+^o, ^^^^^ ^^1^^ 53.7S.9%2) ^^^s^^ KML-C-H) 

-1 tt-nU7V ^V.,*Vt „^ ^ ^^^^^^ ^^^^^^ ^ 

-s KML-C -J&os |ta,^.H| 
»^ ^^4^0, ^.^^ ^.^^ ^^^^^ ^ 

4fe 2?t 7«9.1si IS et,«<heparin binding protein) KMHBP §^ 7| 




1019990030638 
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V+Hf^ 4^ ^ o.^.^ ^^.^ ^^^^ ^^^^^^^ ^^^^ ^ 

-J-f^ 200ng. 30ng. £4^^ 150ng. -^^^^ 5.6ng. 7>^.+^ gOng. #«flu|^ 

60ng/„l^ ^^o,!,^ jCso^ol ^^^ol ^,Hi ^^(lectin assay) ^^h^ 

(lectin)*J-^o, 7}:^- -^^4^^ .1l^^.^cl ;g3z)-» ^^4. ovo^ 

^-f-^o] ^^^^ ^^^^^ ^.^^^ ^^^^^^^ ^^^^ ^^^^^ _^ 



<162> 19] 



<^2l #<a='HlSe]-?]^^>^] T^^^ol ^*)]*^ 




<'«> -jAlo, sofl-l KML-C ileS^o, w-., ,L-1 g IL-6 *2t .^o,snoJ 5„g - 

?i OS Ol STISSH KMP 2,g4 KML-C 20ng* 

IM.^ PBS«J *^(ols^ KMoa ^^^^^^ 

- oj^^o,.! .HS.VOJ ^4*fact. .j^aa^fe s 200, ^Bf^^. 
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^^^4 KM -a^cHl Af^tb 47floi ^HS^l-tl TOF-a. lL-1, IFN-r ^ IL-6* 



<165> 20] 



KM -g-^oll A].o 




0 

INF- a " 


TFfFT 


|KML-C(20ng) 
|KM-AS(2//g) 


172^25 
169*2 


311H26 


0 

162 H20 


^P-100(2;.g) (0 25d4 3.Sfi:fel9 
F(2//g) |i95H2l |256d31 -^92^21 ' 



313*5 
220^22 
|l56j22 



|286d35 



-I o 

ICso.'ng/mL 



2.5d8.3 
30d2.5 



|l560d62 



|225*3 



<166> ziEiM- KM ^^-g- ^>S-.flio,] rfl^l- KM-AS^^ofl 7«fl ^£ 

KMHBP ^^01 ^ OS AHS^oJ^ ^'^oflAi^ 

KM-110 KM-AS^ o,^., ^.^^ ^^^^^^^^^^ ^^^^^ 

KM-110^ 7l]A]^V 
<167> ^AH] 39: tfM ^S^<q ...y^ ^ 

<168> KM .^^H ^-^^-^ .^.1^1 83f -o^^, OS ^^^^^^ ^ 2^^^ ^ 

H^!«4. tfl^^os- KM-110^^ ^^o] KM-AS* ^}^^}^^. K 21^ :i4o,lA^ 

^^o] KM-AS^ LD50 100 ~ 150f,sM^^^o^ km ^^5] ;g o.^ 750/.g/n>^i 
LD50 ^3^^ ^^^^ ^^^^^^^ ^^^^^ 

KM I000;.g ^o^th ^4 6A]^> olg^d ^A^^, oj^,^ ^^^^ ^^^^ 

106-70 
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2000/10/2 

72A1^> ol^flo^l s.^ 3^lA>^>^cf. zL^ji LD50 ^<H1 7>^7>^ 750/.g/kgol ^c^^oflA^ 

^■^^>^t4. zLBl^ KM-110 n^^m^^ KM ^^iif^ cf^Tll 150).g/kg5l ji^^ofl 

:^o^ ^ ^Al jaolc]- 24Al^^ ol^floll ^qiAj-^l-^ji s= ^.^^^v I00;zg 

/kg ^0^-^51 o. 1 . 30^ ^-y^^ ^^^^ -^71^^ ^ <a£«>^ol ^:i:S)t:|- o]^ 
AS 1-01.^4. o] KM-110^ ^mo] m-m^ ri\^^^6\] ^l^^o] ^.g 

KMHBP-100 ^ KML-CS ^^^^^ KM ;g-f ^Aj-^.^-^ ^^v^)^! 



<169> 21] 



KM ^^^1 




^ti- 






y-^/^5#^(%) 








1 




1 


l's 


1 2°d 




1 4^ 1 




1 6<a 




1 (%) 


KM-AS 


150;ig 1 


0 


1 - 




1 - l._ 








1 0 




muz 1 


100 


1 100 


1 100 


1 100 1 


100 


1 100 


1 100 


1 100 


KM 


lOOOuz 1 


40 


1 20 


1 0 


! " 1 








1 0 


1 


750/ag 1 


80 


1 40 


L 40 


1 40 1 


40 


1 40 


1 40 


1 40 


1 


SOOjug 1 


100 


1 100 


] 100 


1 100 1 


100 


1 100 


100 


1 100 1 


1 


250;/g 1 


100 


1 100 


1 100 


1 100 1 


100 


100 


1 100 


1 100 1 



^-^H] 40: K M ^^:^Z^o] 
<i7i> KM ^J-#<a=^dol 0^^]^^^^ SAf^f^cf. ^-^^^ ^A^]c^] IQ^ 

^-^th «J-^oil c^]n^^sf^^ tfl^^o^.^ KM-110(100;.g). KM-AS(2;.g) ^ 

^}'^]^ ^^S. KM KM-llOS] zicflS ^A^^ ^^S. Af^SlSi 
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4. 

<172> IS. 22] 



KM #oj:^o) oj;HlJlJl- 



/•IS. 



KM- 110 



186 ±25(-) 



156-210 



KM-AS 



KML-C 



100/zg 



2us 



50ng 



25 ±6(86.6) 



22 ±8(88.2) 



30 ±6(83.9) 



19-32 



15-30 



24-37 



KM 



KM 



5jug 



200ng 



20 ±5(89.2) 



22 ±6(88.2) 



40 ±7(78.5) 



15-25 



16-28 



32-49 



<173> ol^l., ^^l<^lo,l^i «|.^ ^o] ^^.^ ;^ ..^o] KM-im >S-7l 

_ ^E^tt ^--fl^^^^ KM-AS. ^^^i^ KML-C ^ ^ ^Ib^ kML-HU ^ KML-HL. c}«fl:g 
KM-ASoflAi a)Hi.^« KML-C# ^iT^tP C-free-ASS ^ejo,] ^^^y^ 

KMHBP ^ ^Hj^^ KMHBP^ KML-C^ ^^1- KM^ ^Jo^.^ ^ ^^^.^^ ^^m^ 
^^^^cJ- J-3II-7]- ojcx^, ^l-oil oj^i. ^^^^ ^o^^]Si^] cflefl :3i:?V;gajo.S cfl 

^51-2^^ A><a^ ni]^ o.^^^ «vtgoi ^oi4. 
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11 

^^#^ch -^/a- ^^^^ ^^^^ ^ 

2] 

^^^-J ^^-^o,^ oj, ^^^^^^ ^^^^^^ ^^^^ 

-J ^B^o,l ^^mo^ ^^^y^ ^ ^^^^^ ^^^^^^ ^^^^^^ 

# KM-110^ . 
3] 

^^.11 1-^ 7l.fl^ 7,^.^,1 ^^^^^ ^^^.^^l^.^.,-.. 



^/S- %>^Oj: ^^^^ ^^^^ ^-f#Ol^«^ ^ ^ 

^ ^an^ KM-AS. 
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-§-^-^<Hl MJL M-J:^^ ^ ^3^,,, ^.^^^ ^^^.^^ ^^^^^^ ^^^^^^ 

-^m] Mnj:^}c^ ^ oj^ -^^ 



^1 4^J- 71.11^ ^ o.^ol c.^^ ^^^^^ ^^^^^ 



;^ o.^oi o.^^ ^^^^^ 7}^^^^].J_ ^114^--4B# 

3^4^115^31) ofl ^sj-Al^lj, pBSs ^fl^^]. ^Bjci 

^-7]- PBS^ -g-^^).^ pBSc^) cfle^ ^^^^ .^^ ^ 

^^lAS 3:]-^ 7«j- 7l7]]o] KML-C^ ^l^«o>^. 



[^n^^ 9] 
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^^xy ^^^^'^l -B-en^ KML-C^ *^^oj ^/2- ^<^^^^4^^^o^ ^ 

L^^^cF 9] 



10] 

^/a^ ^^>^ 56.4KD2] aiE] kML-HL. 



Xi^ ^^f^ 61.8KD^ KML-nU 



[^T^^ 11] 

^1 7^j- 7l^l]o, KML_c^ 9H7-D10-J-^1# Hitrp NHS ?l^«ejoll ji;.^^]^ 

42.^ ^^-m-i ^Bjofl ^^^1^ pBss ^^^^ SE- pH2.7^ 

#H^oixi_^.v ^^^.^.1, o,efl ^^^^ ^ ^^^^ 

^1 lO^i 7l7fl^ aiHi KML-nU */:E^ KML-HL^ . ■ 

[^T^^ 12] 

t>^^J: ^-f^o] 0.^0^ ^/^^ ^^^^ .^^^^ ^^^^ 
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[^^^d- 13] 

^1 10*J- 7l7]]S] ^^ KML-nU ^/2^ KML-HL^ -^^i^>. 



[^^^ 14] 

2o)l 71^1)^ -B-.J^1. ^7)Ait# ^j.^ 

KML-HL 



15] 

^1 7l7fl^ ci-Hj}^ KM-AS«]lAi KML-C71- ;^l7l^ ^^ c-free AS! 

^14^ ^Ejofl «],-o^i^ ^ ^jj^ ^^^^^ -g-#Al^ ^ - o^^ ^'^1 



r^^«J- 16] 

15*J- 7l7l]o| iFN-r -R-£«A^^ 7M^ c^«^:g KMHBP^ ^/£^ 



I^T^^ 17] 
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KM. 

[^^%^ 18] 
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2] 



A)B16-BL6 



KM-110 
IKM-AS 




10000 



1 10 100 



1000 



10000 
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IS. 4] 



20 



*^ 10 

5 

I 



m 



B)Con.A ^el 



60 



I 



40 



20 



i . 



KM-110 KM-AS 50 



10 2ng 



KML-C 
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5] 



A)<^5l *:£<fl>q KM-110<fl IL-l-S-3£ 




■ KM-llO 
OLPS 



100 10 1 0.1 0.01 0.001 
KM-110^ **(dQse)(x«/«L) 
B)fl||^A]?}.:g3|.6(| nj-s. KM-110<fl IL-l^H 




24 



"^i^:^ 2 5 10 

C)wll^c}=Al?I-:g3|.6a KM-AS^ IL-1^£ 



0 500 fig 

g 100 ^g 

□ 50 Jig 

1 lo^g 
Slug 

O LPS (10 Jig) 




100 
□ X 1000 
ilX 10000 

O i.PS(i0|ig) 



2 5 10 



24 
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[S. 7] 

2(X) 




^^(ng/mL) 
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8] 



A)TNF-a 



500 



bo 

^ 250 




KM-110 C-free-AS KML-C EML-1 



B)IL-6 




C)IFN-r 

200 T 
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is. 10] 

600- 



400- 



£ 200 




[S. 11] 



200 



1000 




■ 100 niM 

@ 20nmM 
ED 300 mM 
Q 600 mM 



5000 




1^ 3ij 5^ 

KM-110 ^^^<^ ^ 



100 10 1 

KM-110(/«5/S||:^) 



E/T wll: 




E/T Hl# 
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[-E 12] 



A)E/T Hi -g:: 100 




KllL-C(ng/a|£.) 



B)KML-C:50ng/^E. 




(E/T.lOO) E/T u]^ 
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[-£ 131 




is. 141 



80 
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B) 
50 
* 40H 

10 



13,9 




KM-110 

46.0 



KliL-C 

28.1 



[£ 16] 

ff-asialo GHl 
KM-llO 



«-asialo GUI 
KM-110 



2000/10/2 




Ea'= 10 
BT = 5 





250 
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[S. 19] 
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IS. 20] 



9000 




■+KM-110 
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[£ 211 

A) IL.2 B) rL-4 




IL-2(pg/mL) IL-4(pg/niL) 
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IS. 23] 




■ KM-Iiosiej(ioo^) 
H ni-ioo^ei(ioAK) 
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[£ 24] 




25] 




mAB 
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IS. 27] 



1) 9H7-D10 



2)8B11-2CS 




3,4 5 6 

niAb^4^(xio") 

[li^n KML-nu 
■ : KML-EL 
a: EML-1 



mAbSl-i^CxiO") 
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[£ 281 

With 9H7-nifl With 8Bll-2rg 



100' 

KlVTL-inj 



100 

KML-rif. 



75 i 

50 
100- 



LuiuIjiiiJ 




EMLd ^ 75 



inAb S]^1(xiOO) 

29] 

'^^P TNF-u 



300- 



KML-nU KML-nL EML-l KML-nU KML-ni Em!-! 
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31] 



A)l^(week) 




B)6^(week) 




C)15^(week) 



SO 



Pre-S2 at-S" 100 nt iOnt lOOat tOoi 



(Aluffl) o D 
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33] 

CAT CAG ACG ACG GGC GAC GAA TAT TTC CGG TTC ATC ACG CTT CTC 
HQTTGDEYF RFRTLL 
CGA GAT TAT GTC TCA AGO GGA AGC TTT TCC AAT GAG ATA CCA CTC 
RDY VSSGSFS NEI PL 
TTG CGT CAG TCT ACG ATC CCC GTC TCG GAT GCG CAA AGA TTT GTG 
••RQST IPVSD AQR FV 
TTG GTG GAA CTC ACC AAT CAG GGG GGA GAC TCG ATC ACG GCC GCC 
LVE LTNQGGDSI TAA 
ATC GAC GTT ACC AAT CTG TAG GTG GTG GCT TAC CAA GCA GGC GAC 
' DVTNLYVVAYQAGD 
CAA TCC TAC TTT TTG CGC GAC GCA CCA GAC GGC GCG GAA AGG CAT 
QSYF LRDA P DGAERH 
CTC TTC ACC GGC ACC ACC AGA TCC TCT CTC CCA TTC ACC GGA AGC 
LFTGTTRSSLPFTG S" 
TAC ACA GAT CTG GAG CGA TAC GCC GGT CAT AGG GAC CAG ATC COT 
YTDL ERYAGH RDQIP 
CTG GGT ATA GAG GAA CTC ATT CAA TCC GTC TCG GCG CTT CGT TAT 
LG IE ELI QSVSALRY 
CCA GGC GGC AGC ACC CGG GCC CAA GCT CGT TCC CTT ATA ATC CTC 
PGGSTRAQ ARS LI I L 
ATT CAG ATG ATC TCC GAG GCC GCG AGA TTC AAT CCC ATC TTT TGG 
J QMI SEAAR FNPI FW 
AGG GCT CGC CAA TAC ATT AAC AGC GGG GAG TCA TTT CTT CCC GAC 
KARQYI NSGE SFLPD 
ATG TAC ATG CTC GAG CTG GAG ACT ACT TGG GGC CAA CAA TCC ACG 
MYMLELETSWGQQST 
CAA GTC CAG CAG TCT ACG GAT GGC GTT TTT AAT AAC CCA TTT CGG 
QVQOSTDGVFN NPFR 
TTG GGT ATA TCC ACC GGT AAC TTC GTG ACG TTG AGC AAT GTT CGC 
LG I STGNF VTLSNVR 
GAC GTG ATC CCC AGC TTA GCG ATC ATG TTG TTT GTA TGT AGG GAC 
D y I ASLAI MLFVCR D 
CGA CCA TCT TCC TCC GAC GTG CGC TAT TGG CCG CTG GTC ATA CGA 
RP^ S SSDVRYWPLVI R 
CCC GTC TTG GAA AAT AGC GGC GCC GTC GAC GAT GTT ACC TGC ACT 
PVLEN SGAVDD VTCT 
GCT TCC GAA CCC ACC GTG CGC ATC GTA 
ASEPTVRI V' 
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IS. 341 

GCC AGA TTC AAT CCC ATC NTG TGG AGO CTT CGC CGG CAA ATT AAC 
ARFNPI XWRLRRQI N 
AGT GGG GAG TON TCT CCA CCA AAC ATG TAG ATG CTC GAG CTG GAG 
S GESSPPNMYMLELE 
ACG AGT TGG GGT CGA CAA TCC ACC CAA CTC CAG CAG TCC AAG GAT 
T SWGRQSTQVOQSKD 
GGC ATT TTT AAT ACC CAA ATA AGA TTG CAG ATT TCC GCC GGT AAC 
GI FNTQ IR LQI SAGN 
TTT GTG ACG NTG AGC AAT GTT CGC GAC GTG ATC TCC AGC TTG GCG 
F VTXS NVRDVI SSLA 
ATC ATG TTG TTC GAA TGC AGT GGT CGG CCA TTC TCC TCT CTC GAC 
1 MLFE CSGRPFSS L D 
CAC CCT TCG CCG CTG CTC CTA AGG TCC GTC GTG GAT GCG GCC AAC 
HPSPLLL r'sVVDAAN 
GAT GTC ACC TGC ACT NTT TCC GAA CCC ACC GTG CGC ATC GTA 
DVTCTXSEPTVRI V 



I£ 35] 



A)l^ 



9(W 
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is. 36] 

A)KML-C 



B)KML-nU 

2.0- 




<110> KIM, Jong Bae <l20> Crude extract from Viscum album 
coloratura, protein and lectins is olated therefrom <l60>- 4 

&it;i70> KOPATIN 1.5 &it;2io> i &it;2ii> 837 &it;2i2> dna 
<213> Viscum album coloratura <220> &It;221> CDS <222> 
(1)..(837) <223> Lectin gene isolated frora Viscum album coloratura 
<400> 1 cat cag acg acg ggc gac gaa tat ttc egg ttc ate acg ctt etc cga 
48 His Gin Thr Thr Gly Asp Glu Tyr Phe Arg Phe lie Thr Leu Leu Arg 1 



10 



15 



gat tat gtc tea age gga age ttt tec 



aat gag at a cea etc ttg cgt 
He Pro Leu Leu Arg 



96 Asp Tyr Val Ser Ser Gly Ser Phe Ser Asn Glu 



20 



25 



30 
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cag tct acg ate ccc gtc teg gat geg caa aga ttt gtg ttg gtg gaa 144 Gin Ser 

Thr lie Pro Val Ser Asp Ala Gin Arg Phe Val Leu Val Glu 35 

etc ace aat eag ggg gga gae teg ate aeg gee ge 
ate gae gtt ace 192 Leu Thr Asn Gin Gly Gly Asp Ser He Thr Ala Ala lie Asp 

Val Thr 50 55 60 aat ct 

tac gtg gtg get tac eaa gea gge gae eaa tee tae ttt ttg 240 Asn Leu Tyr Val 

Val Ala Tyr Gin Ala Gly Asp Gin Ser Tyr Phe Leu 65 70 

80 cge gae gea eca gae gge geg gaa agg eat ete ttc ace gge ac 
ace 288 Arg Asp Ala Pro Asp Gly Ala Glu Arg His Leu Phe Thr Gly Thr Thr 

^0 95 aga tee tet etc cea ttc ace gga aj 

tac aca gat etg gag cga tac 336 Arg Ser Ser Leu Pro Phe Thr Gly Ser Tyr Thr 

Asp Leu Glu Arg Tyr 100 105 no 

gee ggt cat agg gae eag ate cet etg ggt ata gag gaa etc att eaa 384 Ala Gly 

His Arg Asp Gin He Pro Leu Gly He Glu Glu Leu He Gin 115 
■^^^ 125 tee gtc teg geg ctt egt tat cea gge gge age 

ace egg gee eaa get 432 Ser Val Ser Ala Leu Arg Tyr Pro Gly Gly Ser Thr Arg 

Ala Gin Ala 130 135 140 

tee ctt ata ate etc att eag atg ate tec gag gee geg aga ttc 480 Arg Ser Leu 

He He Leu He Gin Met He Ser Glu Ala Ala Arg Phe 145 150 

160 aat ccc ate ttt tgg agg get cge eaa tae att aac age ggg 
gag tea 528 Asn Pro He Phe Trp Arg Ala Arg Gin Tyr He Asn Ser Gly Glu Ser 
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I'^O 175 ttt ctt ccc gac atg tac atg etc 

gag ctg gag act agt tgg ggc caa 576 Phe Leu Pro Asp Met Tyr Met Leu Glu Leu 

Glu Thr Ser Trp Gly Gin 180 185 iqq 

caa tec acg caa gtc cag cag tct acg gat ggc gtt ttt aat aac cca 624 Gin Ser 

Thr Gin Val Gin Gin Ser Thr Asp Gly Val Phe Asn Asn Pro 195 

205 ttt egg ttg ggt ata tec ace ggt aac tte gtg 

acg ttg age aat gtt 672 Phe Arg Leu Gly He Ser Thr Gly Asn Phe Val Thr Leu 

Ser Asn Val 210 215 220 cj 

gac gtg ate gee age tta gcg ate atg ttg ttt gta tgt agg gac 720 Arg Asp Val 

He Ala Ser Leu Ala He Met Leu Phe Val Cys Arg Asp 225 230 

240 ega cca tct tec tec gac gtg cgc tat tgg ccg ctg gtc ata 
cga cce 768 Arg Pro Ser Ser Ser Asp Val Arg Tyr Trp Pro Leu Val He Arg Pro 

250 255 gtc ttg gaa aat age ggc gee gtc 

gac gat gtt ace tge act get tec 816 Val Leu Glu Asn Ser Gly Ala Val Asp Asp 

Val Thr Cys Thr Ala Ser 260 265 270 

gaa ccc acc gtg cgc ate gta 837 Glu Pro 

Thr Val Arg He Val 275 
<210> 2<211> 279 <212> PRT <213> Vi scum album col or at um 
&lt:400> 2 His Gin Thr Thr Gly Asp Glu Tyr Phe Arg Phe He Thr Leu Leu Arg 1 

^ 15 Asp Tyr Val Ser Ser Gly Ser Phe Ser As 

Glu He Pro Leu Leu Arg 20 25 30 
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Gin Ser Thr He Pro Val Ser Asp Ala Gin Arg Phe Val Leu Val Glu 35 

45 Leu Thr Asn Gin Gly Gly Asp Ser He Thr Ala Ala 

He Asp Val Thr 50 55 60 Asn 

Leu Tyr Val Val Ala Tyr Gin Ala Gly Asp Gin Ser Tyr Phe Leu 65 70 

80 Arg Asp Ala Pro Asp Gly Ala Glu Arg His Leu Phe Thr Gly Thr 

^5 90 95 Arg Ser Ser Leu 

Pro Phe Thr Gly Ser Tyr Thr Asp Leu Glu Arg Tyr 100 105 

110 Ala Gly His Arg Asp Gin He Pro Leu Gly He Glu Glu Leu He Gin 

^20 125 Ser Val Ser Ala Leu Arg Tyr 

Pro Gly Gly Ser Thr Arg Ala Gin Ala 130 135 
Arg Ser Leu He He Leu He Gin Met He Ser Glu Ala Ala Arg Phe 145 

160 Asn Pro He Phe Trp Arg Ala Arg Gin Tyr 
He Asn Ser Gly Glu Ser 155 170 175 

Phe Leu Pro Asp Met Tyr Met Leu Glu Leu Glu Thr Ser Trp Gly Gin I8O 

190 Gin Ser Thr Gin Val Gin Gin Ser Thr Asp Gly Val Phe 

Asn Asn Pro 195 200 205 Phe Arg 

Leu Gly He Ser Thr Gly Asn Phe Val Thr Leu Ser Asn Val 210 215 

Arg Asp Val He Ala Ser Leu Ala He Met Leu Phe Val Cys Arg Asp 
230 235 240 Arg Pro Ser Ser Ser 

Asp Val Arg Tyr Trp Pro Leu Val He Arg Pro 245 250 

255 Val Leu Glu Asn Ser Gly Ala Val Asp Asp Val Thr Cys Thr Ala Ser 
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265 270 Glu Pro Thr Val Arg He Val 

&it;2io> 3&it;2ii> 357 &it ;2i2&gt ; dna 
&It;213> Viscum album coloratum <220> <221> CDS <222> 
(1)..(357) &It;223> Lectin gene isolated from Viscum album coloratum 
<400> 3 gcc aga ttc aat ccc ate ntg tgg agg ctt cgc egg caa att aac agt 
48 Ala Arg Phe Asn Pro He Ala Trp Arg Leu Arg Arg Gin He Asn Ser 1 
^ 15 ggg gag ten tct cca cca aac atg tac 

atg etc gag ctg gag aeg agt 96 Gly Glu Ala Ser Pro Pro Asn Met .Tyr Met Leu 

Glu Leu Glu Thr Ser 20 25 30 

tgg ggt ega caa tec ace caa gtc cag eag tec aag gat ggc att ttt 144 Trp Gly. . 

Arg Gin Ser Thr Gin Val Gin Gin Ser Lys Asp Gly He Phe 35 

45 aat ace caa at a aga ttg eag att tec gcc ggt aa 

ttt gtg aeg ntg 192 Asn Thr Gin He Arg Leu Gin He Ser Ala Gly Asn.'Phe Val 

Thr Ala 50 55 cn 

60 age aa 

gtt cgc gae gtg ate tec age ttg gcg ate atg ttg ttc gaa 240 Ser Asn Val Arg 

Asp Val He Ser Ser Leu Ala He Met Leu Phe Glu 65 70 

S° ^sc agt ggt egg cca ttc tec tct etc gae cae cet teg ceg ct 
etc 288 Cys Ser Gly Arg Pro Phe Ser Ser Leu Asp His Pro Ser Pro Leu Leu 

95 eta agg tec gtc gtg gat gcg gcc aa 

gat gtc ace tgc act ntt tee 336 Leu Arg Ser Val Val Asp Ala Ala Asn Asp Val 

Thr Cys Thr Ala Ser lOO 105 hq 
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gaa ccc acc gtg cgc ate gta 357 
Thr Val Arg He Val ^^^5 
<210> 4<211> 119 <212&gt ; PRT <213> Vi scum album coloratum 
<400> 4 Ala Arg Phe Asn Pro He Ala Trp Arg Leu Arg Arg Gin He Asn Ser 1 

^ 15 Gly Glu Ala Ser Pro Pro Asn Met Tyr Me 

Leu Glu Leu Glu Thr Ser 20 25 30 

Trp Gly Arg Gin Ser Thr Gin Val Gin Gin Ser Lys Asp Gly He Phe 35 

^5 Asn Thr Gin He Arg Leu Gin He Ser Ala Gly Asn 

Phe Val Thr Ala 50 55 60 Ser 

Asn Val Arg Asp Val He Ser Ser Leu Ala He Met Leu Phe Glu 65 70 

SO Cys Ser Gly Arg Pro Phe Ser Ser Leu Asp His Pro Ser Pro Leu 

S^ 90 95 Leu Arg Ser Val 

«.s*' . ■ Val Asp Ala Ala Asn Asp Val Thr Cys Thr Ala Ser 100 -105 

110 Glu Pro Thr Val Arg He Val II5 
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S. 1^ 7>^^^Al^ 4s}-^^-4B^^^l T^-f^o] ^Eflo] ^tifl:g 

KM-ASS.^B^ KML-C# ^H]^]-^ aL^pfSZLSfls] ^s\-si\. ^7]^^ ^^"^^ 

^. 

[:^^tfl^>^J-^] ^^^s. 40 

^ "^^^ Aj^i^^^ ^y^x\9]ji -s^^^^^^o]^ 

^#1-<^1 ^-^^ ^ ^1-71 ^«-fl^s.-^E^ ^^^^ ^^1^*1-51,- -^I-^-^^oi 

[:e.^tn>a-*J-^] ^^^^43 

^ tb^-a: 7^-f#ols.^Ei #^=^1- c,l-g-^>o^ KM-110^ ^#*>J1 <^1S^ 

E] ^S.u|o> ^jJilolE ^6fl^ o]^^ ^^'go.^ KM-AS ^7^1; ^7] 

KM-AS KML-C* 4sl-S.>i-4B# 3S.n>szLe)- 
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tl:^^ ^1^^^^ KML-C^ ^^-tV 7^-f#olo^ SjEi^^«. EML-1^ 

^ ^}<=>]W: if'^t}7] ^Sfl z^-z^-o^ (Isoelectric focusing, lEF)^ 2:A>*1-^ ^j^]; 

^-f^^^l ^#1- KM-llO^I- olS-^E] ^eltb KM-AS ^l^s. 

-g-^H B16-BL6. Raji ^ i^>-?-rii^ ^-iB^^H ^^*|-^ 

^ ;^-f#o] KM-110^ KM-AS ^ ^^^^^ KML-CS^ ig^^^ ^S.^ 

-a-A>^^l-^(mitogen)<>ll cfl^ «>-g->^^ S^Hm ^^1: ^^-f^o] KM-1104 

^H]tb KM-AS^I ^><^l£^>^ (cytokine) -B-:£^^# ^^1^}^ ^^1; 

KM-1102)- KM-AS ^ ^111^^^ KML-C4 -^^-y: 7^4-^ 

ojo^ EML-1^ IL-1 ^Hj-e-H^* ^iS wjiii^].^ cf;^] ; ^^A> ;^^^ol 

KM-110, «. KML-C, KM-AS<^lAi ^'^^^^ KML-C» y^]7]^ uj-x^;^! ^«Jfl 

,^ ^^^^^ C free-AS ^ -^^^ 7^ -^-^'^l 5.^1 n^^^^ EML-1^ IL-1. IL-6, INF- a ^ 
INF-r ^^>^1-^ ^7] n^^^^ KML-Co] KM-AS^j 

INF-r-n-£#^^ ^>-§-*}<^ ^Bl3r>^ 7^-^^^] 

KM-110. n^^^^ KML-C ^ ^Eltt ^^-^^ KMHBP^ ^i^M ^^^^ 

— ^ I -I T— TLi — I 1^ -nra s lua-xxw-^ '^Tl'd'tir lUttL-L/-=^ ^("tl'^^H 

^■11i(NaturaI killer cell; <^1*> NK->HliL)#'^j^ ^^*>«^ wl^^^H ^^^Nl^fl 

^1^ SA>^1-^ cfTj); ^^^<y:^ol 3L^o\]A^ ^V^A> 7^-f#ol KM-im 

^^^^^ KML-C^ ^^<^1^ S-^M: ^^§>^ ^Tjl; ^^^Jio] S-rfloflA-l ^^av 7^ o. 

#^^1 ^#1- KM-llO^f ^1^-^^^ KML-C^ ^"a^^*^!^ T^^]; ^^A]. 7^ o.^ 

'^'l KM-llOsf a)EiA^«- KML-C^ ^^^^c>l M# ^^s^m ^^1; 7^ 
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-T-^o] ^#1- KM-llO:^ ajfl^a^ KML-C# ^^l-f >i<^l ^^^^^M ^ cfl^^si- ^:?]*>c^ 
^•"^^^fl^^ ^^^<^ (macrophage)^ l-^^sj-^^ ^>^>*>^ ^^^1 ; 7\ 

-f#ol KM-1104 ajU^a^KML-C^ NK->Hli<^l ^•y^^o]^;^] 7\,^ ^o] ; 
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r 

In vjvoJ ^-^z-^^]^:] ^''^^^^^ ^^^^3^ ^^1 jl4 
(spontaneous lung metastasis) ^-t-^o] KM-llO^j- 

KM-110 ^ KML-C5] #<y=^ol o^^] jrji^ ^^y^ T^^^o] 
KM-im a)HiA^« KML-C5^ sjzH- B ^^o] ^j-^j^^A^^ ^|o^^^ ^^.^1 

'^ll ^1^1^ SA>^>^ ^^1; ^^xy T^-f^o] ^t^^ KM-1104 ^^^^^ KML-C^ 

T-^flS 1^1171]^ ^^li^^ ^^^^^ ^^>*1-^ ^^1; tb^AV ^^^o] KM-110^ ^ 

^^^^ KML-C^ KLH *J-^o)l i:flt!: ^fli^^j ^ ^1-^^^ ^^wV-g-^ ^7}^]7]^ 

KLH ^^^1 ^>-5^A> T^^^o] KM-1102f ajfiA^^ KML-C^S. ^^^a]^ 

nl-^^cHl ^s]]- ^711- ^ Xl^A^ 34^ti>-§-# 2:Al.^>o^ ^^l^A^ ^.^^ 

^c^ ^ola-i<^1 X-^d^S. ^^a^^-^^^ t.V^'t^ T^^^o] KM-110 

# ^<^*H #<^f«flAicii cfltb ^2--^(acijuvant)^^S.A^S] 7}^^^-^^ ^o].. 

^711: ^<?^«-fl^al)- tb^A]. 7^ 0.^0] KM-110^ Z]-Z^- ^^^S £^ p> 

*^^o)l cfltl- «J-^^^* ^^M^ Balb/c n>^i§ *>^a> t^^^c] 

^1^^^^ KML-Cl- ^^o« ^ ^J-^o.^ ^^^Al^ ^ ^y] Balb/c n> 

tb^AV 7^^#ol ^t-^ KM-llOS^B] ai^A^^ KML-C 

S-¥-Hi ^ 7llS] aiEii-^ KML-nU ^ KML-nL^ ^sl^m ^Ti] ; tF^Aj. 7^^^ol 
KM-1105^ ^i^A^^ KML-Co^ o]^-Bl ^ ^^o^ KML-nU ^ KML-HL^ 
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^ ^-T-^o] ^#1-011 ^-B-^ ^1^^^ KML-nU ^ KML-HL^ 6>nli^>a: /^^^ ^^^V^ 
^^1; tb^^ ^#1-<^1 ^-^^ KML-nU ^ KML-HL^ ^^1^^^^* -B" 

^1^^^^ wlia 3^1-0^ s^l-sl-^ ^-?-^<^l ^##'^1 ^ 

-R-^ ^ifll-^ KML-nU ^ KML-HL), -R-^^ ^^^^^^ EML-I2]- «J-^1(9H7-D10, 
8B11-2C5)^ ^-§-^^^ SA>3r>ji o] ^T^S-^H ^ ^'a#€-*J-^l<^l ^ 

KML-nU ^ KML-HL^l A>ol£7l-<y -R-H^* ^^-a: ^^^^^ EML-IS] -B-S.^2f aliii^> 

<^ s^V^fe t!:^^ ^^#<^1 ^-B-^ ^i^l-^ KML-nu ^ kml-hl^ ^ 

7^-f#ol ^#1- KM-110:al- SjEj^^ KML-HU ^ KML-HL^ ^^^^<^^-8-a: ?i 
<S «>olEi^o)iA-l 1^^^^^ 14^^^ pre-S2 o]^^ SA>^>o<^ wjii 

^^^>^ ^^^1^ t!-^^ KML-nu ^ KML-ELS^ o}^]^:.^ 

7l^S ^^>^^ SB^-olt^^ PCR^ ^li^H tb^^ 

^ KML-nu ^ KML-HL -B-^^>» ^; ^7] tlr^^J: 7^^ 

^o] aiEi^^ KML-nu ^ KML-HL -B-^^>^ ^7lA^<l3]- oj-uji^A]. Al<g^ yC[-^ ^ 

7lAi1 ^^7lS. ^^*>^ ^^1; 7l^S] ^S^ofl ^^AV ^^^o] KM-110# ^ 

ols:^Bl ^#1- KM-llO^l- KML-C^l ^ z^-z]-o) KML-HU 

^ KML-nL2l a^A]-*}.^ c^s] 7].^] ^oj:^^]^oil '^^fl ^^t}^ 

^■^^o] Jl4# ^l^^ifl«^lAi #^^1-^ ^1^1-^ m^^] 
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^-ei^ ^ti^^ KMHBPfi^- ^1^^^^ ^^1: ^^^^V^SLSfl- S^>*>^ 

^y^]; ^7] ^^1- KM^ In vivo xfl >^ili^^^# s^>*m ^^1 ^; ^^^i ^^i- km^ # 

^>^i=f. ^"^'^l ^>-§-€ ^-f^^^l^ i\i % 2-^^l^^^\ y\A^ m'Hl^i ^ i^V^^'H 
^ -sor^^fl^-l :e.^^>^cl-. ^-t-#<=>1 Sl^ #^1 

» ^ ^Ai(blender)o)lAi rfA] ^ Sflfl ^^ijo^ 4r<^l^i 8-12^1 

7^ ^<?> StiV^V^cl-. ZL ^ 10,000rpmO.S- 4'C*^l^i 30^ ^^^e]^>^ ^^^^ 
^ ^^aL7l(pore size)7> ^W-5ll<y (membrane filter)'^! <H 

j2f^ ^(7.2. 0.45, 0.22mm) ^^^^ ^^(KM-110)# tt^ 

A]- ;^ o.^ols.«.Ei KM-llOSl 10%5^i:^. ^4 lOmg/mL^ 

S^*>o^ -§-^(stock solution)-^^ ^, -20°C<^1 ^1^1-«H '^^'Hl ^> 

-g-^V^^-. Ti-f^olS-^Bl c3-Bfl:g 70%^ ^2.q<il- ^3^11 

<^m(ammonium sulphate)-g-^-^^ <^l-§-t!: ^^^^ <^l-§-*>^i=1-. ^>-^^> T^-f^^l^ 
0.15M 'gsl-M-Sf-CNaCl)^ ^-^-^V^ ^f^-§-^ (phosphate buffer, PBS: 

pH7.4)^lA^ KM-110fi1 ^ISS!)- ^.o^i^ wj-i^^S Hti]: ^, ^H.u|<i> ^^iflolE sj-fc] 
(ammonium sulphate powder)* ^7>a1^ 70%^ <a-2-i^o> ^3i|lol3. -§-^^ a>s.ji 4 
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TCoflAi ov^l-Tfl mL^^]^ ^^^^ ^^^m^:!-. ^^1-^ PBSS. -§-^*}: ^. 

^ tf|s|oj]A-1 2<a:?> w>:^ol 7M ^^^l^i=f. ^ ^ IS.OOOgofl^i 30^^ ^^^^s] 

M. 0.45/ffli^ ^ti-eil^ ^BlcflA-l c:^5i|.^o.^>| KM-AS^ 

^ "S^^, ^"-^^ <^l>Hlol 7lS.(protein assay kit: Boehringer Mannheim^»# <^l-§-^><=^ 
^wfl^ ^ -20°C<^l^i °fl^M 7^-f#o]s«-Ei KM-AS^l ^ 

0.3~1.5%ol4. 

59 

H 5^ A<HlAi «>2}- ^o] lOO;:ig~l//g/niLSl ^£5. 1^1^ :^}^- ^, a]]^^ «ll<^cf^* 

^7HH 24^1:?}- tifl<y:t!: cfl^o^^] ^(macrophage) wrcf^i-^^^ cflS5-<?l LPS^ ^-f 

wlJE^H IL-1^ ulE^-Lfl^cf. o] ;i2)-ofl SlTli^V-:^ KM-110^ 

^Al^o.^ ^£^1-^1^. S. 551 B-^l M-Bf^ wl-s^. ^o], 100 ~10/ig/n£ ^ 
7^^^, ^ 10Al:?>ollA-1^ 7]S] IL-1#^^^ q-E}-ifl^jl. ^^ofl £^ 

*>S^1^ ^7l^;^l(5Am^l-x])oilA]^ 50//g/mL2l ^£7> ^^^9X 
^. 500)7g/mL ^£<^1>H^ 24Al^ ^77}^] -^^^ IL-l^-^^^^l M-E^-M-^] 

WmLSl ^£o1lA-l^ ;^]-^ 24Al^ ^-^l^i^ IL-l%^^ol "^^S]^!:!-. <^1^^^ 
^3£^S.^^ KM-110<^1 ^tb IL-1^ "^^^ 10~-100j[^g/mL^ 7HV -B-JL^^- 

So.n^ l//g/mL ^S^'}^]^ IL-l%^^ol -^xjsl^ ^o.^ ^^^9X^. -B-^^ 
^ KM-llOS] ^£*>7l ^§><^, A^«.o] KM-AS<^1 IL-1 ^h] 

SAV^V^cf. ^ ^^d\] A>-g-^ KM-AS^ 'a^^ 0.25mg/mLol$ii:l-. £ 5 
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^ C<^1^-1. ^^1-* lOOtifl sl^'^o.s. ^. IL-151 2:A>^ KM-110 

^ cfB^^ ^^«oi KM-ASS IL-IS^ #-^^ol o;^^ q-El-tflc^ KM-lM^i IL-1 

-^£'?1^>( inducer )S. ^l-g-tb ^^^"a^^l ^^^l^ic]-. a, KM-AS^ll^i ^eltb 

KML-C^ IL-1^ -B-S £ 6«^] q-El-ifl^icf. ^40)1 «>fi^- tfl-^^ilS 

(macrophage)^ KML-C<^1 KML-C^ ^S. 50ng/mL^Bi Ing/mL^M -n- 

-^^^IrS. ^>^^ tfl^^^flSCmacrophage) B^cf^^-^^^ T->Hli» IL-1 
^ #^^^^1 Sl-S-^r w>oli^.oi]Aflol(bioassay)<^1 zl ^^^^ KML-Ml 

M-Hl-!3fii:f. IL-ll:^^^ M-^i^^ afloj^^-^no^ IL-io) o.^^^.^]^ :^oi^ 
ELISA'g-^S. 2:A>^>^tq-. ELISA kitS IL-1 (assay)* a]^^ tfl^^Ufl^ 

(macrophage );^>^^£^ laj-oj^oi] ^flo] (bioassay)<^l^-1 -R-SL^VTfl IL-1#^^^ -^^^ ^S. 
(KM-llO; lO/ig/mL, KML-C; 10ng/mL)^Jl, cflS^^S. -B-^^ ^i€(lectin)>^^^<a 
EML-l(10ng/mL)* ^>-g-^>^4. £ 7^1 ^'=>] ^ t]-^^ 

tfl-^ 4 S (macrophage)^ T^fl*a=^^-^^ IL-1<^1 -B-£5l $i-2-D^ , KML-C^ KM-110^ 

IL-l^wl-B-S.<^l $Z<H^i 7>^J- ^^91 ^-^S zis^ji 

irm _rol. chit _i ol y^i i-il ttt jtJ vin _r*-7i mn _i /^n i^i -s-i ^ >t=l o tt i o t— _ o i t t-i , n^i 
KML-C7> EML-1*^1 wl^V*^ >^>olS^]-^ -B-S.<y^>( cytokine inducer)S^i 7^ 

T^a-Hjel-^ 1 ~ lOOngolSiJl, ^l-^<Hl7fl ^-§-^1 lOOng ~ lOO^flno] ^ ^^S. ^ 
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[:a.^cfl>^Hi-^] ^^^^61 

tfl<bi/-1l5L(macrophage) ti^cf^^^* o]-%-^}'^ KM-AS. KML-C ^ EML-1, H^Jl KML-C7> 

^'^-^^ ^^(C free-AS)«>11 TNF-a, IL-6 ^ IFN-r^ -R-S.^* SA>sr> 

^>^^£^ KM-AS ^ c-free-AS^ S/d/iiL, KML-C ^ EML-1^ 10fd/mL^]$X 

^. KM-AS, KML-C ^ C-free-AS^ tfl^^^-fliS^B] IL-6 ^ TNF-ff 

51 -^S^ol ^^Sl^iJl. KML-C^ ^■^^'^l EML-H ^l^H ^"1 ^-^^ A>^£l^cf. 

IFN-r^ KML-C<^1 IFN-T-^ -^£^-8: ^^7> c-free-AS ^ 

KM-AS ^^5^ IFN-r ^£ ^wl^o] olSicf. o] ^^oilAi IFN-r* ^^S.^}^ 
^ lectin)^ KML-C ^^'^l <^>\d ^^^^ ^-^^ A>ssl^t4. 

cijAi cfl^/^lSCmacrophage)!- ^>^^><^ IL-1, IL-6, TNF-o ^ INF- 7 ^ ^ 

KM-llO^I zis] KM-AS^l ^^1 ^"^l^lSii^l-. ^, 

KM-AS* #<Hl^i IL-1, IL-6, TW-a^ ^i^(lectin)^^^^ 

KML-C7> ^<^s>^ ^-2.3. ^^^15^0.14 INF- 7^ -frH^^X inducer ^•%r^]r^\ 

M-Bl-^cl-. 4efA-1, KM-110^ KML-C 5loi]s. 1:^^^^^<^1 ^^S. ^\ 

s.^9Xjl, nq-ei-Ai KM-iios] %>^^^^^<^l^i lFN-r» -B-£*>^ ^^V^ ^1=1 ^Hlth 
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iJa^cfl^^J-^] ^^^^ 63 

KM-110, KM-AS<^1>H cfl-^^sl A>ol£7>^(cytokines)ol ^^^dectin) -g-^^ 

^. IFN-r^ -B-H#^ ^^-^ H 8^ ^3^^] ^l^m ^^-1^, KML-C71- 

KM-AS ^^tl C-free AS^ ^SL^Hl IFN-r* -B-:£^l-^ M-^^^^Hl o] 

^]^^-^^. IFN-r^ -^H^;^>(inducer)# (heparin 
column. Pharmacia^V)* ^>-§-*>^^-. KML-C7> ^]7]^ KM-AS ^^91 C-free-AS» 
^^-g-^ (phosphate buffer, O.OIM, pH7.4)'^l -§-^^1^ ^. €^ (heparin 

column)ol1 ^^^}JL ^'U^ ^]'%-, ^^-^l ^^51^1 ^^^1 

H^}^] ^^^1 >^il^^>^4. ^, ^^tb ^3^^6l] «^2|-q-M#(NaCl)^ ^ 

^>^o.s ^<^lTa^i(10mM~lM) -g-#*>^i=f. 3£ 9^ "gSj-M-Mfl- ^ 

£o11 2:1^2^0.^ -§-#^ 5LS.n>SZL^(chromatograin) ^^o]^. ^^^] ^^"d 

^o] (heparin column)-2-S 1-^<^1 ^^*>7fl ^E^slXl^ ^^^| 

^ <g2|-i4E^(NaCl)^£«^l ^■€- ^7l<^^ <a=^i-(pattern)<^l ^.^7} ^ 

Bl-!3ot7lofl (heparin) 3)- 21 (affinity) ^^^^ ^^IM^ 

^sl^cl-^ AlA>el-5ix:1-. zl-z^5l ^^ol iFN-r# -B-S.*>^ 

S>««1-*>Sti|.. ^]^^ ^^^S. ^eltb ^ 200 ~ 5,000ng/iiiL^ ^£3. 

;^>^*>J1, ZL tifl<y:>^^^o11 -B-S^ IFN-r^ -^^Hl 62)- -^^tl- "J-'^-^S 2:A>s:>a1 ZI 
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^azf* 10<H1 M-Bi-^cf. H IFN-r# -fr£^>^ ^S. lOOmM 

Si ^Sj-ufSfl-o] ^-^^ B^jsj^ i^el-Ai, iNF-r^ 

(inducer)^ ^3. ^l3l-^(heparin)<^l ^^*>^ ^«-^^(Korean mistletoe heparin 
binding protein;KMHBP) ^<^]^^ ^S. lOOmMSl <S5|-i4e#<^1 2]^\<^ -§-#5]^ 

^^*>S|cf. ir|-2}Ai, 7pJ- -frJLtl: ^^^>^ -fr£^>7l ^*H^ ^i^^^^"?! 

KML-C ^<Hl£ ns\-^ lOOmM^ NaCl^ f-^^Vfe ^^^^ 2:^<^1>H ^Hl^^ 

KMHBP(KMHBP-IOO) ^^^'^l -S.^^^ ^^*>^i^. <=>]^^ 2:^* ^^^1 ^ 
£^ p>-f >io]]A-l 5 ~ lOOng^ KML-C«^1 lOOng ~ 10//gSl KMHBP-100<^1 ^-f '^l^. 

Ttl-El-A-l. Af^ojjTll a^-g-A] iO;/g ~ lOmg^ KMHBP-lOO^Hl 500ng ~ 100//g^ KML-C71- 

€ ^>-§-«: ^ 

[-a.^cfl^>«j-s.] ^igHis 65 

^u|.:°ol]A-1 7l^3sr>^ 7^^^<^] ^ KM-110. KML-C ^ KMHBPSl ^^^^^jjL 

p>-f>;6)lA^ ^^l-^l-^r^. 6^^^ Balb/c(female)«ll KM-llOS] ^-f 1.5, 
l.OmgCKM-ASS. ^^^1-^ 15 - lOfig)-^, KML-C^ ^-?-5, 2.5, 1.25, 0.62/zg#, KMHBP 
^ lOOmMSl <SSl-x4M# -§-^o1lAi -g-#^ ^^(<5l*> KMHBP-IOOS 100 , 50 , 25 

//g^ ^"-^^A>( intravenous)*} Jl ^>-?-^^ ^S^-i: ^ 3i^m^T=^. ^ 

^ i^V^^i^ 2^-4 lOT^Vel-Ji] ^Al^l-5|cf ^^^2]-, a l<^]^ ^S^^^ M-Bl-!;^^ S 2<^1 
^ ^1^^ M-Bi-^cf. jt loflAi «>2l- ^<^] ^-f#<^l ^^#1-^1 KM-llO 

^ ^<^^ ;g 0.0)1 1.5mg/">^^i ^#oilAi^ ^c^:^ 24^]:it ^M"^] i^>4-^7> 3.^ ^ 
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A>^>^o.ul- n ol§>^ ^^o] i.0mg/^>-fiS] ^oilA^^ 3^1A>^V i^>-fi7> KM-110 
:^c^ ^ S-^ AJ^^V l.Omg^- ^>^:^^ ^l^^^fe ^ 2<^] M■B^■^ w>sq- ^o] 

3'U ^^1 ^^^^ :aolT=1-7> 5°^ ^^B^ ^^2^oi ^Hfls. sl^Sjol ^ 

^^7]ol 7<^ ^ofl^ ^1^^^ ^ ^21-^^ KM-llOSl ^^^^ 

M-Bf^flfe LD50 1.5 ~ 1.0mg/44-^(^ 1.25mg/^>^i)^l^. KH-AS^ LD50 
<^ 12.5/ig/^>^^S. ^^^S^^. KML-C ^^21 5 ^ 2.5;/g/^>^^* 

S] T^>-fife ^^tb ^S- ^ ^7l^#^ :e.ol^7V 2^i^<^l 2-^ 3^lA>^>^^n^, 1.25;^g/ 

p>-f ^o^*b m-<='ll^i^ i^a^Hl^ J^1^>^#^1 2^a^q- 3<^a^<^l 2P> 

ej ^ lt'>e|7> 3^1A>^ a S 2<H1a1 m}9\- ^o] ^1^0^ 1.25 

isq- B]M^}<^ o]^]^ o]^^^^o] ^;asl^l 42^-^^ KML-C^ LD50 1.25 

/^g/kg ^^S. KMHBP-IOO^ lOO/zg/^V-fil- ^<=^?!: ^<=>ll^ifet-^<=^ 1^^ 

^^Afl7V ^Siq-. n}-e|-A-l KMHBP-100^ LD50 100 - 50//g/kg -^V^lS ^-^^ElSJ^. 
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IS. 1] 



I — xfS — I ^cdut; I — ^ 



(%) 



KM-110 



KML-C 



l.Smg 



l.Omg 



5ns 



2.5us 



100 



40 



80 



2<a 



100 



100 



4<a 



5<a 



6<a 



100 



100 



100 



7"^ 



100 



0 

100 



0 



1.25iig 



100 



60 



60 



60 



40 
100 



40 
100 



40 
100 



40 



KMHBP 



|0.625/ig 



100 



100 



100 



100 



100//g 



0 



0 



50ng 



80 



70 



70 



70 



70 



70 



25iig 



100 



100 



100 



100 



100 



100 



IS. 21 



0 



70 



100 



100 



70 



100 



MS. 



KM-110 



KML-C 



KMHBP 



l.Smg 



l.Omg 



5Alg 



2. bus 



1.25(tg 



I 0.625//g 



100/:<g 



50/ig 



25;ig 



i<a 



3^ 



20.2dQ.5 I 20.3^9.6 



20.0:^.8 



19.5J9.7 



19.4d9.5 



19.6J9.4 



20.0dQ.5 



20.2:iQ.7 



2O.5J0.7 



19.8de.6 



19. Ode. 6 



19.7^8.6 



20. 2*. 7 



5<a 



20.3dQ.7 



20. Ode. 8 



19.1d6.7 



20. Ode. 6 



20.3de.9 



7<a 



20.5d0.6 



20.1de.9 



19.4de.5 
20.1de.6 



20.4de.8 



20.5de.8 I 20.6:e.8 | 20.6:B.9 | 
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l:a.^tfl^i-%i-^l ^^^^ 68 



fr^ <a^V: 2000/10/24 



IS. 31 



B16-BL6 



^..^ 26-M3.1 -^^^m^ ^°4^>-> .^./^.^^l n-^^o]^] KM-110^ ofl^j-s:^ 



3^ 



B16-BL6 



1 



26-M3.1 



KM-110 
(100f^g/°>-^^) 



^^e|(PBS) 



238 d33 



129d30 (45.8)* 



72^25 (69.7)** 



(200 - 286) 



(134 - 154) 



(43 - 88) 



159 di 



30d22 (80.4)** 



(152 - 165) 



^) * P<0.01: ** P< 0.001. ^ S:^^ Bla^F^^ "fl(by Student's two-tailed f test) 1__ 

f^'y^^o] o^;^12l47> ^^1 ^--^^^H Sitb 50-100;^g5l ^<^^ tfls^c^l wl^> 

80% o]^ q-B^-^^v^^. si^v^AHl^iH 60% <^1^^ #'^<f€<=>l ^ 

^^^9X^. ^ 13^ CS^- DollAi 500, 250, 50/^g2l ^^^<^fe 64.4, 65.8. 
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^«=>17> ^A^^ ^>^S.Ai, KM-110^ #'a=<^l '^tb 

^^-^ #^^ol o;i^^ 7j-e>7ll ^1^H>^ ^^S. A>s.Sl5i4. ^ 

o. 5o^g^ ^soflA^ ^<3=:^dol^^l 5L3JV7> t+Bl-q-;^! KM-11021 til^J-^^nv^fli^ii 

a 6<^m L5178Y-ML25 ^^^l-f^C lymphoma) 2^ ^( liver) ^ til^(spleen)^S.5l #«a=^ol 
oil 13]^]^ KM-110^ '=§*J=<=>11 100j"e^ ^"^^ - "^l"^^- 

<a3Xl-^(iyn,phoma)^dol* 78.4% ^ 58.3% ^ ^^tb ^o]^;^]^^ ^^^A. 
40. ^^0.5. KM-llOSl *J-#«^J= ^<^1*^^# ^Hl^l ^S^>7l 

[JS-^cfl^-sj-s-] 85 

:f-a^^ cfl2:5-4 -^sl^^o] oi^gs);^] ^^rf. itj-sV^-l KM-llO^l 
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^^ ^;^>: 2000/10/24 



[ja^tH^^^J-^] 89 
iS. 8] 

pV^>i2] :?}-(Hver). al^^(spleen) £fe ifl<a-^oloil tfl^ KML-CS^ ^l^i^K^^I; L5178Y-ML25 "^^^ 



/«fl3E.(lvmDhomacells) _„ — , . — , -n^ i 1 














1 1 


al^^ 1 






1 l.07i».l 1 


0.09de.02 


1 




1 3.54i>.48 1 


0.21dQ.05 


KM-110 1 


^ 1 loo/ig 


1 1.59i).22(56.5) j 


0.14dQ.02(33.3)* 


KML-C 1 


1*^ ^ 50ng 


1 1.83^9.84(48.3)** | 


0.16dQ.04 


^)* p<0.05; ** 


p<0.01, #'y=cfl;2;5-^ Hl51§ iiflCby student's two-tailed 


t test, 


compared) 









l:a^tfl^«j-^] 95 

S. 15^ A^]^^ M.^^], 100;^g^ KM-110€: ^^>tb i^>-t-^^ tfl^/JjlS. (macrophage)^ 
KM_110^ ^^>^>^1 ^>^^^ cfl^^HlS.Cmacrophage)'^! wj^V^ B16-BL6 

(melanoma) ^^^^lJL3if.7> 3«fl ^£ -^^^>7ll M-Hl-xflSJo. 

KM-llO^-^V 2'a<Hl ^Jl* M-Hl-xfl$iJl, 4<^>5fl^Bl^ ^4i*>^ M-H^- 
iflojcf. KM-llO^ ^S^H'^1>H( 
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in vivo) ^^J=4S<^1 tfl*j-^l-^ cflAi^^]i(macrophage)^ ^^^sl-^l^l^ ^-g-# 

■5^3]-^ 2^^011 SAV^V^iq-. £ 15^1 KML-C 2"^ tfl 

-i^^Hli (macrophage)^ SlCrO.^ B16-BL6 ^-s^f^C melanoma)^ -B-Jl*>711 

(macrophage)* #^^^^1^1^ KM-llOS^ ^a] KML-C7V ^€ ^V^l^ 

^rl-. ole-l«]. tfl^A^l5L(macrophage)2l ;^>^<^1 s]^>o^ 

tfl-6iA^li(macrophage)7> -^£^V^ TNF-c. ^«y=^^liSl-ol ^j^ ^^ofl o^^H ^^^l^ 

^ ^^S. ^tq-. a, tfl^ ^-11 5t (macrophage )fe #^s>^ % 

^^^^^mis) ^ <a^5l-l4i(N0) ^£ ^til*>^ ^-^S. ^7loll KM-llO ^-Sr 

[JS-^cfl^i-^J-^l ^^^^97 

KM-110 ^ KML-Cl- ^<^t!: ^V-f^^l wl:^J-/fli7l- YAC-1 4i» #^*>^ NK->Hl5LSl % 
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in vitro) ^^^V^^C^^Hl 9). ^l^^^fl(//7 vitr6)<^^\ KM-110 

KML-Cofl mr^\^ Als-^c^ l-3<a^«^l ^^^1 ^^^V^^'^ ^^1^^ ^S^li^ 

<HlAi(//7 viv6) Al^l-^ofl #<a=€<^1 Jl32]-7> #«^J=^ 3^a ^ 

ojrl-. it}-E)-Ai KM-110<^1 51^V ^^1J1^7> NK-^fli2l %^^^<^ 7l<?l£l^ 

* //7 viva^^^ -^SSl^^loll cfl^ ^tgo] ^^S]7H1 ^•^^1-<^1 anti-asialo-GMl 

^^>^H NK-^ili7> ;^171^ n>^il- o]-g.^H m^J-(colon) 26-M3.1 3^1'a-(lung 
carcinoma)^! :^oHl ^•\%\^ KM-110^ JL^l-^ SA>^>^4. £ 1621 ^^zJ-oflAi ^^o] 
^HoilA-1(//7 vivo) anti-asialo-GMl ^l&l ^^^^^ p>^>i^ ^-f . ^^nV^iofl 

til*>o^ ;^ol^ ^o^9\ ^7> 2ti11 ol>a- ^7>t}: ^^fl- M-E^-xfl*^ anti-asialo-GMl ^^Hl 
o^e], NK-^i^ #«-^^^7> ^S^H«^1A-1(/;; vivo) -^£5]^^* "^^^^^A. ^V^i 
oi]Ai ^oj:o| 2^a^o11 KM-110^ ^Sl^ ^-f^ :£ 13^ - SO^- ''l^ 

21 ^o^^o'\<^^ 2131-1- u)-Bl-xfl5i-^M- NK-^fli7> AA^ ^^e^ KM-11021 ^s1ol>.-.-.. 

^ ^^^>jl tflS5-u2l. wl^tt T^^^l ^<y=^ol7> -B-H^ anti-asialo-GMl^ ^1e1*> 
ol NK->^im7> ;^171^ T.>^^ioilAi^ ^>a-^>^^2l yg^-^^ ^21 KM-110<^1 ^Itb #<y=^<=>l 
5L3)-7> ^ol^m ^47> M-Bj-^idt^. ^sl-^i KM-lM ^% ^''^^A^^^A # 
«y=Afl3£on NK->^ili2l #>^^Sl-7> ^-^5- KML-C21 

>^S^]ifl<^l^-l(//? vivo) -frHt!: wl^j-/fl5L(splenocytes)7> ^<a=4^<^l NK-^i %^^<>1 
;t:3l-« M-^^ «> KM-1104 ^^tlr 7l^oi1 ^J-^'^f^'^l 'a*^!^^ ^ 
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■^ <a^>: 2000/10/24 



[:e.^tfl^«J-^l 100 



[S. 101 



'- m^'^^^ ^^^d^ss] ^ ^A^^^^^fo^ 



7. Ode. 6 



9.8^1.1 



5.5^1.3** 



6.7i.2* 



8.3d2.5 



I |f-<3=^f- 5^ ^ I 6.0^1.0 

1^) * p<0.05, ** p<0.01. ^^^^ ^\M-^mhy Student's two-tailed t test) 



KM-11021 ^^1 ^'^'^^ "^"^ -frSL^V^^. KM-iio 

lolg^ ^^7?}7]s. ^Ai-tv ^i^ifi- q-Bl-tfl^tq-. KM-iio-il ^itb m^^^S ^^IJLsl-^q- 

^# :aol2.c^<:HlAi2^ ^^^^^o] <^^^]^^^, ^ ^-^'^l ^^^^ KM-llO^^ ^ 

o^^ ^ ^c^Al7lfe z^z]- 100 ~ lOfig ^ ^'^cJ^ 3^^^117>^1S. ^S.^ #«y=2l^A^ m 

ul-B^^^S-Ai *J-^<y= ^4^^ KM-llOSl ^JL^ ^ ^<=^Al7l 

7^ o^^l^V^ u^Bl-^trf. KM-llOS] ^<a=^^Ad m^^^S ^ ^'y^^^ ^^1 

^^c-l :S£^>7l #<a=ol^ 3«^^ ^<^1 KM-110(100//g, i.v.)^ ^, 

m^^^s ^ ^^3=^ ^-^^ tfl2:^^ tiiJu^viSAi ^stt 43)- KM-110^ m^^^s ^ ^ 

oj:o^ ^^^o]^ 8^^^7>^1 ^51*1-^1 M-El-^-2.S.Ai KM-11021 
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1019990030638 

KM-UOS) 1*> S'9(primary tumor)S) „ -, a i-n i i >- 
B16-BL6 *-!^#(nielanoina) -'lli-r-a- °\*^ ^ra a 

M-El-'d bVsV 4»1 *°<J* t'3-*^(tunior-bearing mice)21 ^^-^ll^l 1*V 

^^Aj^jo) -fl^sV* ^l^^l^ tfl^^lSCcytolytic 

macrophages). NK-^X % ^« 41^^ T-^IHCCTL)^ * *°<f"fl 

^^v ^^s, M-BV^fe Ava£)sa>:v. =l^^ songs) kml-c» ^ 
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o}=oi ^^^S. AV-g-^ ^^(lectin) A^^oj rML-C^ KM-llOoflAi 7>-J- ^A^V 

-J-^^^l-d KM-110 -d^^ ^^^1^^ 
KM-llOofl^ KML-C -a-Hl 7^ ^l^^^^ ^^#^(KMHBP) ^ ^^^^1 

109 

KM-110 ^ KML-C<^1 T-^li ^V^^ ^^1^^^ ^^^^ "^^^^ 
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/n vitro) KLH *J-€«fl ^^V-^ '^^^ ^ -^(lymphocytes)^ 

(proliferation assay)* -J-l^V^-V- ^^^Hl l^ofl.^ ^}^^^^] KLH* 

100,g^ KM-110 20ng^ KML-C US ^-^ (adjuvant)* *^-><^ ^-V^^>^ 2^ ^ 
^^}<^ ^7>7V 7V-^ ^Tfl 5^3fl^l -V^^S^BI «1-^* 

^^^l.^(/. Ky.r.)^l-i KLH* ^4^ 3^^^V..fl.V^^>^rV. H 20^ ^^^^fl SX^^^ 
KM-110 KML-C* ^-Hl ^->^> ->^^ ^*(group)^ KLH ^->tt 

p>o.^5l til^j-^^flS-fl til^V<^ AV^^V KLH-fl ^^V'^^ ^^1^^ 

(proliferation) *-^* ^^^SX--^, -1 -l^^^^l^^C- -^-) ^fl^>^*>- 

KLH^ ^£^1 ^^->- ^-^^ ^^^SX^- ^^^-^ KM-110 KML-Cfe KLH^ll 

^^^m Mli^ ^^^^^^ ^^H^l- "-"1^1 ''"^ ^"^^ ^ 

o^.^.. u^^.^ KM-110 KML-C^ #<3= -A «H^1^ -^'S<^1 ^^^1 ^^^^^J ^^"^^ ^ 
% ^^^^o]^9l M]^^^ ^^^^ ^^^>^1 «^^J(vaccine)oll ^^^-^ 

(adjuvant)^S^i^ ^-^ ^V^^^'^l A>s.5l^^- 
lU^tfl^^J-^l ^^^21 111 

KLH *^€-fl m U2:«-^(adjuvant)^^^i^ KM-110 KML-C^ T ^3^1 .fli 

AiU-6-Mm(T helper cell subunits)^^^^ ^^l^^- a>o1£^>c1 ( cytokine )oll ^ 

^ Av^sisi^Hi. KLHofl .>^-^ «r<j=^>^^-^* <^i*-H ^1^-^-^ 

71^* S-4*>^ Th-43t5l Thl ^ Th2 4U^(subsets)-^2fl^ a>o1S7> -J (cytokines) -J 
IL-2 ^ IL-4^ <^^* ELISA ^^(Kit)* ol^^H 2:A>^>^^(i 21). ^i^-fl 
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4°1 PBS* 4+^^ ^ + . = ^V«lSn°J(cytokines)^ 

l^^(aaiuva„t,^^^1 KM-UO ^^^V ^^"^ 

«,*V^ IL-2 « IL-4 * 27>.l ^(type)^ .Vo,mn»J(cytokine) 41^5^ «1*V=^ 

ol ^3,.!.^ KM-110 m-C^ -^^^1 ^fl^^^ ^1^-^^^ 

^.H^ ^o,a.pe)^ ^H^^v^aoi ^^^^^ ^^^1 ^>^^ ^^1^^^ ^^-^^^ 

[a-^tfl^«j-^l ^^^^ 113 
.,^^J4=J-.V*«elayed type hypersensitivity; »1*V DTH)* 

m^:^ T-^1H.V o,=1 .>omnoa(cytoUines)* «1S °J*V"^ ^1 

^ =41 «'a^^ ^^l"" 

«^ ttB,^ 5a7H km-uo =4 ™.-c^ ^m-^ «^ 
43,, ^' 

^^4"J«>V* *^H(footpad)oJ s.c. 

S 4. #7l(footpad sailing)* a^^a^. H 22^ ^ 

oj^o, 100 - 10;^^ KM-UO ^ 50„g^ KML-C* aH^ ^V^^fe 

^€ -a^ "V*^"" '^1*^'^ *7Kfootpad s.eUing)7> S^* 
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#^ <^^y^\: 2000/10/24 

1019990030638 

(proliferating activity)^!- ^ "tl -i o e o ^ i i 

IJi^Mi-'^l ^^^^ 

^H^l-^ -M^l ^^H ^-4^ Ml^fe -^^^1 

^^«J-§-# ^-J-l^m ^-^^ ^>^1 ^ ^"^^^^^ "^'"'^^ ^''^'^"^''^ 
^2:-(adjuvant) ^-^^ ^^^^^1 "^-^1 ' ^^'^^"^ "^"^ 

^^os. ^AHl .>^>.o,l ^^tV ^. ->-f^^ ^^^^ Al^^oflAiC/^ 

^-1 ^-<J«-^-J^S .fl;.>^(restimulation)^><>^ ^^^^ ^J'^'^l -'"^"^^ 

^.V^Ve^rV. H 24^ :i^<^l-i. ^l^^^- -^-^^1"^ "^^-^ ^ 

3^. ^^^1 KM-110* -^^4 ^-Hl ^^^^ ->^^^ ^^"^ 

^£(S/R ratio)^l ^^^o^SX^. ^^^^ ^^<J^-^-J°l1 
#-<J--^-a ^^-^^J ^^^^ M-B^^fl^^'^ ^<^.^--^-J-J: ->^^^ 

^^v.>^-o,l «le>c^ -frJLtb ^H^^ -^^^^1 
^ ^oj:«fl^n>osfe :t ^£^^1 ^^^1^1^ ^^--^(adjuvant)%^^-l 

^os. a 12^ KM-llOofl ^<?f-dol^ ^-l-^'^l ^^1^^- 

KM-110^ ^-^-^^ ^-1-^^^ ^^71^^ -J^3^15it:^. 
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^^1-: 2000/10/24 

\ 1019990030638 s ■ 

125 

KML-C«^1 ^^^^ Balb/c -V^^-fl PBS-fl 300ng/100 

KML-C<^1 (complete Freund's adjuvant)^ -B-^^It^ 

^^^m^. ^^1 #°J:^t!: HS-<?im^2:--^( incomplete 

Freund's adjuvant)^! ^^-1^ 1^ ^^-1^^. lO'^^ ^^^^ ^^"^^ 

S^Ei ^^51 m^-^-i: ^. ^^^1^1^ indirect ELISAS. 

^^^1^1 ^7}% ^91 ^, ^>€(100ng)°J:^S vfl-fl -J-^ ^V^ ^^^'^ 
(booster injection)^ ^}^^. ^^^^ l-'^^ ^'^l KML-^^ ^^^^ Balb/c-V-f «1 
P3U1 ^^^^ PEG# ol^^>c^ -g-^tb ^. HAT^B^IS ^].ol^El£n].(hybridoma) 
1- -ti^^^ ^, KML-C<^1 tHtt ^5^>^>^ ^>olti5l£p>(hybridoma) M]S.m ELISAS- 

. Aj^^Vji 96 € *s^l<^m(well plate)«='llA-1 €(well)^ I7fl2l ^H^2^S^>(hybridoma)7>- 
^^(cloning)^V3l (colony)* ^^^^H ^^-^^ -A^V^I ^r.}=^>^^. ^S. 

q(colony)lr « 5l£P>(hybridoma)^ ELISAS #^*> 

KML-C^ll ^tb ^3^^}^ ^Voltie:i£p>(hybridoma)» ^^(screening)*>^ ^-i^ , 

oleltt (cloning)^ -SBl^(screening)-ir 2^ c-l «J:^^H KML-Coll ^^^^ 

^ '^-ar^V^ *>oltiElHn>(hybridoma)^1li» >5d^*>^^. ^^^1* ^^^^ ^^^l 

SB:|>.^(pristane)^ ^-^tt ^V^^^ ^^^"^^l *H^Bl£in>(hybr idoma)^fl3L# 
^AHM --^^Kascitic fluid)* ^^1* ^^^1 

(ascitic fluid)* ^«-^^-G :5l2|-^^(protein-G affinity column, PhamaciaA»ofl ^-g- 
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^is^ ^^-^^ ^^-^^^ EML-1^ H^V^J^^V^ ^d^^^V^l ^^V*^ ELISA# -^^1 

^V^^. ^^1. KML-C EML-1* ELISA #^lom(plate) A €(well)«fl 2;/g/d.^ 
S. S^(coating)Al7lJl BSA» -1^ ^e^-^J (blocking)Am ^. «y=-^«J:^^ M"^^- ^> 
olUBl£.>(hybridoma)Sl ^. ^-H HRP7> 4 ^(conjugal ion) 

^ 2^V ^J-^m ^7>*>^c1-. zi^ 7l^SA^ TMB(SigmaA»# -1^*V<=^ ^^^^ ^. 450nmollAi 

^^H* m^}'^^- H 25o]i ELisA-fl ^^m ^<^1^^ 

9H7-D10^ KML-C ^o].^ ..V^^}- -MS. ^^^^31. 8B11-2C5^ KML-C 
EML-m «V-§--^* M-B^xfl^^. ELISAofl ^tb ^E^V^J^^ -J^^^^, ^ -^^1^ 

^j.^^ ^7].-. ELISAoll^i ^^H(O.D)^ol NSBCnon-specific binding)^.^!- ^^]^] fe^ 

^ 0.50]^^ -^B^^fl^ ^^-1^1^ "fl' 9H7-D10^ 8B11-2C5 -M 

^ A^-^ -1^^^ ^^^1 ^^>* ^^"^^ ^'^''^ "^^^'^ '^^^^^^ 

^^^^ 8E12-3E9 ^ <^ei^^7V ^^4- -1* -3^>^ ^^^1^ ^^^^"^ 

(subtype)* 9H7-D10 ^ 8B11-2C5^ IgGl^-1^31 8E12-3E9^ IgM^^l^^. 

om 37VX1 ^^^m ^ "-^'^^^ "^^^^^ 

ia.^tfl^*J-^l ^^^^ 127 
ELISA-fl ^tb ^^^^^> 9H7-D10 EML-l^^f^ mL^}^^^ ML-C^ 

^o]^os. «j**>^ <a^7Hi. ^j^*>ji ^^1^ KML-cs^B^ ^7fl^ 

9\ 9H7-D10-J-^m 451- HiTrp NHS 
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^reactivated affinity colunu^. Pharmacia BoitechA»o,l ^l^^l^J ^^-^J^-^ 
(«-affinity col^nnn)^ ^]^^}^^. ^^^^(PBS. pH 7.4)^ 

,]SL KML-C# «r(column)ofl ^.^-^1.1^ PBSS -§-#^^ 3^1 (elut ion 

buffer)-J PH2.7^ ^e1-ol^-<§-> ^^-§---^(glycine-HCl buffer)-!! ^^>-^ ^^^^ ^ 
^.g^V^cl-. ^rCcolumn)* ^^^}^ lmL/2^^S -^^l^V^rl-. 

-g-#l::i^ ^£ ^ ^^>^ 10* SDS-#sl<^>H^<^H^(SDS-polyacrylamide) 

.d7l<^^os 2:A>^>^^-^ rflS^os.^ KML-C 1J EML-1^ A>-§-^V^r1-. £ 26^ ^i^^l 
M-Hl-^ ^ol 9H7-D10 ^j-^l7V ^^-^21-^^ -1^^>^ KML-C^^Bi ^ 

^ KML-nU. -4^ KML-HLS ^^^>^^. ^ -l-^S^im-a: 

(.ecaptoethanoDol -4^€ ^^^1^^ 
z^xl- Ais. cV^ ^;^V^* 71-^1^ ^ ^^1^(chain)ol ol^sj-lrCdisulf ide)<^l 
^.flSc^oH(heterodimer)^^^ ^-J^>^4. ^. KML-HU^ 33.2^ 28.6KD^ 

^ ^;^>^* 7Hfe c^iafl:^ .j^s ^^^^^ ei.BKD^ ^^^-1^> KML-HL^ 31KD ^ 
25.5KD^ 56.4KD^ ^-J^^^. ^^-^^^ ^1 ^^"^ 

^ ^^AV 7^^#olc^ 37V^1 ^^(lectin) ^^^(ML-I. -H, -m)^ ^'-^ ^^^^^ 
^oflAl x^^-^t!: ^H* 

l:e.^tfl>^Hv^l ^^^^ 136 

^eitv tb^^v ^-f-t-l ^^^^ «^^2^^V^^i -^^J ^^^^ ^^(EML-D* tfl 
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Si^^S. t}c^ y^^^^ M]^^^] ^^]^^^^ JL3I]-* ^l^^i^<^l^i(//7 v/tro) ^^^>^ 

^. >Hl5£^ 96 € l-2fl<*lM(well plate)<^l ^JL 4*^=^ -^^^ 

^ 50% ^15LS^ :^i(ED5o)» S 16<='il S-^l*}^!^. n ^Ji]- cfl^^o^ ^i^^^ 

B16-BL6 ^-i^f^Cmelanoma), Meth A ^-^^f^(f ibrosacoma) >H]5L^<^1 v]m^ ^^^^^^ 
M-^'^ ^'S, 3LL "a- (carcinoma), Raji 'a lymphoma)^ v]mL^ ^^^^^ ^ 

^^'^l KML-C^ Jl4^ -a-^-t]: ^ifl^ii^ ^^S. M-e^-^^c^ ^flS^ 

-oil i^El-A^^ 10«fl <il^ ^im^-a JL2f# q-El-LflSitq-. ^^(colon)26-M3.1 

(carcinoma), B16-BL6 ^^^(melanoma) ^ L1210 ^-^^t^ (leukemia) ^■fli^'^lAi KML-HU 

^ KML-HL^ S-^-m: ^]M^ ^4 ^-?-<Hl^i KML-nL<^l KML-IIU<^1 y]^}<^ 

[m^tfl^a-^s.] ^ifolj: 139 

§-p|^ KML-CSf- EML-1<^| ^\^}^ fe-^ "?}-€-^3# H^^-^ 9H7-D10, 

8B11-2C5 <5l-g-t!r sandwich ELISAS-H ^ ^i^dectin)^}- ^<a#^ ^^1^ S^>«V 

z^- ^1 Hi (lectin) 2)- ia^l-ti}-§-^ 7}^]x^ IgM Hf-yo] 8E12-3E9 3. 
^(coating)*>Jl, ^^S. s)^^ KML-HU. KML-HL ^ EML-1# z]-^!- ^^^l^nf. 

H ^ 3l-A^^^'§(periodate)^^S 9H7-D102)- 8B11-2C5 -^^^M HRP7> 
(conjugation)^ ^^^Kconjugate)!- ^7H>c^ z^- ^i^( lectin)^ ^"a-l-^ ^^1^1-5^ 
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ti>-g->^^^ SAHV^t:!-. S. 27S] ^3![6\] ^'='1 9H7-D10 ■^^^]^ KML-HL ^ 

EML-i:^5] 5I^V«]:-§- ^c,] KML-nU<^l ^<^H<?1 «J:-§-^ 8B11-2C5 
KML-nU. KML-HL ^ EML-l^l S.^ JiI^>«J:-§-^ °1 

^o^^^ *j-^Hl ^Hi(iectin) ^^^^ ^S.^^^ ^^S.^^ 2:A>^>^c^-(:£ 

28). S. 28^] ^^1. 9H7-D10 ^^^^ WL-Um] tfl^A^^J: ^ili^^^ 

7} «J:^. 8B11-2C5 ^^^^ KML-EU. KML-HL ^ EML-1^ ^fli^^^^ ^n^}^ * 

A^<^1 $1^^. '^'l ^45. ^^-a:^ KML-HU^ KML-HL ^ -H-^-a:^ EML-l^zj-^ 
71 (epitope)* ^B1*>- c^.^ ^2:1- 7>^m ^^'a-l ^--^^ 

8B11-2C5 ^J-^m tb^^V ^ -B-^^>^ a-^ ^^(lectin)3il- ia^>«>-§-# M-^l-^^. ^^^-a^ 
KML-IIU ^ ^^-il: ^€(lectin)^ EML-1^ ^tt ^^S. ^7]^ ^^^1 ^J"^ 
711- ^AHl ^-^^m ASz^-sl^jrl.. =L^^ KML-IIL^ EML-m^ ^ ^^H^ ^ B- 

^mCB-chain)^ o>pli^^ A^^(amino acid sequence)*Hl a-^ ^ol^^ol o^ji vitro^]^^ 
^oj^fli^^^ ^^^i^l- EML-1«^1 til*V<^ ^-^ ion ^1^ %A^#^Bl-tfl7Hl KML-HL4- 
EML-1^ ^A^^^^lAi ^>*^17> q-^ A^^^S- AV^sl^cl-. 
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IS. 17bl 



I <A ^i';j> 



ICl 


l-|I|E|E|LI|Q|S|V|S|A|L|-|-|I|Y|P|G|G--h|ST|R|A|QA|R|S| 


|EMLAf-|ip|Q|L|I|Q|S|Vfr|A|L|-|-|I|F|PpP|-|-hiSfr|Rtr|QlA|R|S| 


m |P|L|E|E|A|I|-|-|-|S|A:|L|Y|Y|Y|S|Y|G|Gtr^|L|Pfr|L|-|-|A|R|S| 


|ABA 


|A|L(r|H|G[rh[-}-|S|F|F|-h|R|Sh|G|G|Np|N|E|E|Kh[-|A|Rfr| 


|C2 


||||||||l|||A|R|F|NtP|l|X|ff|R|L|R|R|Qh|IiN|Sp|E|S 


ICl 


|L|l|l|L|I|Q|M|I|SiE|A|A|R|F|N|P|ir|W|Rh|A|R|Q|Y|I|N^P|E|S 


|EMLA|I|L|I|L|I|Q|M|I|SlE|A|A|R|F|N|P|I|L|W|R|-|Y|R|Q|Y|I|N|Sp|A|S 


|RTA 


|F |I |I |C |I |Q |M |I |S |E |A |A |R |F |Q |Y |I |EjG |E|-|M|R|r|R|IlR|Y|N|R|R 


|ABA 


(I_|I|Q|M|V|A|E|A|A|R|F|R(ir|I|S|N|R|-|V|R|V|S|I|Qfrptr|A 


|C2 


|S^(P(P(N|Y|M|L|E|LfEfr|S|«f |^|R_(Q_|S_(I^^|^|Q_^|S_|K |- |D_^(I_|F Q 


tl 


|F|Lpp^|Y|M|L|E|L|Ep-|S|lV|G|Q|Q|Sfr|Q|Vp|Q|S|r|-p|G|V|F| 


lEMLA lF|L|Pp|V|Y|M|L|ElL|Efr|S|Wp|Q|Q|Sfr|Q|V|Q|H|Sfrf-p|G|V|F| 


IRTA 


|S|AiPpf|S|V|I[r|L|E^|S|ff|G(R|L|Srr|A|I|Q|E|S|N|Q|G|A|-|F| 


|ABA|F|Q|P|D|A|A|M|I|S|L|E|N|M|ff|D|N|L|S|R|G|V|Q|E|S|V|Qp|T|-|F| 




|Nfr|Q|I|RphlQ|I|S|A|G|Mpt-|V|-fr|S|!(|N|V|Rp|V|-|I|-|-|S| 


ICl 


|N|N|PP|R|L|-|G|I|Sfr|G|Mrt-iVhfr|L|SiN|V|RP|Vh|I|-|-|A| 


|EMLA |N|N|P|I|R|Lf-|A|I|Pp|G|M|Ff-|V|-[r|Ltr|N|V|Rp|V|-|I|-t-|A| 


iRTA 


|-[-f-h|-|A|S|P|I|Qp|Q|R|R|-|N|G|S|K|F|S|V|YP|V|S|Ip|ip| 


IAEA |P|N|Q|Vfr|L|r|N|I|R|N|E|P|V|I|Vp|S|L|SlH|Pfrh|V|-|-hH|A| 


|C2 


|S|L|A|lM|Lp|E|C|Sp|R|P|F|S|S||||||||||||||| 


ICl 


|SP|A|I|tfP|F|V^|RP|R|P|S|S|S||||||||||||||| 


|EMLA1S|L^V|I|M|L|F|V|C|G|E|R|P|S^|S|||||||||||||I| 


|RTA 


|I|I|A|L|M|V|Y|R|C|A|P|Pp|SiS|Q|F|||||||||||||| 


|ABA' 


|V|L|A|L^|L|F|V|C|N|P|P|P|P|N|||||||| | |||||| 
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1 <^^> 


i C2 1 1 


jL !D |H |P IS jP !L L 


|L |R IS |V |V ID |A |A IN 1 1 1 1 1 1 1 1 1 1 1 1 


1 CI 1 1 


|D |V |R |Y |W |P |L |V 


II IR IP |V |L IE IN IS |G |A iV 1 | | | j i | | j | 


lEMLA 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 


|RTA M 


1 1 1 1 IS 1- |L |L 


II |R IP |V jV IP IN IF IN 1 1 1 1 1 1 1 1 1 1 1 1 


|ABA 1 1 


1 A N |Q |S |P |L |L 


iLMU.L.J.J. I 1 1 1 M 1 M 1 .LJ IJ 
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IS. 17dl 



C2 



Cl 



lEMLB 



I RTB 



LABB 



inlvlT |c |T |A IS IE |p iLilJ[R4iJ_4^-4-4U-4 



f^iTirU^^ 
fjrjrjljiEi^^ 



155 

^ o]^] A>-§-£lJL ^2:--^(adjuvant)oll KM-110# ^^*V^ ^A^^ ^^"-^ 

, w . r w ^sVuxV -^Al^V^cJ- ^^;i3|- KM-110<H1 ^IM 
wj.o>( adjuvant formulation)^ -fsh^^r &^i^r:»M-. s s-n 

^1 %>^^(synergistic activity)ol ^£^4^ -^^^^ ^2:^-^(adjuvant) - S-i^ 

7fl«^7>^-d* AlAVtVcVji AV^^4. o^«V-^ OS ^2:0-«(adjuvant)^ <^el ^V^^ll ^^V<:^ 
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4ola*=^i-}(.ycoplas.a)» ^^>^ ^^>- "J^l'^' 323V ■* 

sva^i -a^^i^fe H 35«fl -a«<Hi ^v*e aa^cadjuvanD-a- 

2»2l *lS.*Al = (alun,inun, hydroxide)5+ 3»2l A^(oil)°J ASA25* aV*«V« 

rV. -a^^^^V lOOm^ a£°-l|(alum adjuvant)* 32^ ^^fs^ 

;.V^ #;*^(booster) -S^ 2^ ^1*^ adjuvant) -J tt^-l* 

■ - -(alun,) ASA25* 5««V»i ^ H.£°-?(adiuvant) 

(adjuvant)* ^^^^-^^ ^"^^ ^^*^^^> ^^^^ 

. o, ;g^«fl^ KM-UOol «4 i£^(adjuvant) ^^^1 ^l^V^ 

ion ^* ^^>» ^>=^1- 'S^>^5acV. M-110* 

(adjuvant)^ KM-UO* fe* ^^>» ^^^^ W ^^^^^^ 

=1 KM-UOol 4a* a.a^(adjuvant)°l 7««* ^ 5i& ^V^^^ 

KMHBP S^ol 4olm.>»J^ 



KM 
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7n o]^ o>7l-^o^ ^^<^l^i KM-AS KM-110* 7fl-d 

[:a^T:fl^*J-^l ^^^^ 168 

B^-^c^-. cfla^os- m-nO^^ ^-A-d ^^91 KM-AS* A>-§-^V^rl-. a 21^ ^^q-ofl^i 
^^ol KM-AS^ LD50 10 ~ 15.g/->-f^^^M- KM 75.g/P>-f^ ^ 

KM 100;.g ^o^tV 6AR> ol^^fl ^A>^V ^-f- ^9X--^ ^^tt ^><=>l£ 

7V 72Al^> oHofl S.^ ^^lARV^rV. LD50 75^2/^2"! ^<^^<=^1^^ 

^^>5a^. =L^^^ KM-AS 3^1A>^>^>^ KM ^nA^ ^^^1 ^^H-fl^^^ 

^ ^7l^^^>* ^^1^ 24ARV oliflofl 3^1A}.^>^J1 £^ 10/zg/kg ^ 

^o>^cf. 01 ;i3il-ollA^ KM-110^ ^^^J KM-AS«^m ->^^<^1 ^1^^^"^^ ^"^^^ 

KMHBP-100 ^ KML-C^ KM ^->^^^ ^^^^^1 
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o]^, ^^]^MM ^^t!: «>2l- ^'='1 KM-1104-^7l ^#1-5.^ - 

^^^^^^ KM-AS, ^fl^^^ KML-C ^ ^ ^ll KML-HU ^ KML-HL. 
KM-AS'^lAi ^1^^^^ KML-C» C-free-ASS. €^<='fl ^^It!: 

KMHBP ^ KMHBP^q- KML-C^I KM^ ^1^-^^^ ^ ^fli^^ ^}^^} 

^ J:ji1.7} ^l-ofl ^^^^ ^<3=43£<^1 ^^^^^o.^ 

7> ^'^^ "ll-f -n-g-tb ^<^li=f. 
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